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© Method of reducing or preventing toxicity associated with antiretroviraJ therapy by stimulation of the 
intracellular giuthatione level. 



© The present Invention provides a method for reducing, or preventing, the toxicity associated with 
ant {retroviral therapy. To this end, when a glutathione intracellular stimulator is administered to a 
patient receiving antiretroviraJ therapy, the toxicity associated with such an agent is reduced. In a 
preferred embodiment, the antiretroviral therapy comprises AZT and DDI. Preferably, the composition 
for stimulating the intracellular glutathione levels comprises L-2-oxothiazolidine-4-carboxylate. The 
present invention also provides a method for treating a patient who is HIV positive, or who has AIDS, 
comprising the step of administering to the patient an antiretroviral therapy and administering to the 
patient an intracellular glutathione level in a sufficient amount to reduce the toxicity of the antiretroviral 
therapy. 
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BACKGROUND OF THE INVENTION 

The present invention relates generally to the treatment of disease states in patients. More specifically, 
the present invention relates to the treatment of acquired immunodeficiency syndrome (AIDS) 

5 Presently, 3'-Azido-3'-deoxythymidine (AZT) is the primary therapy for the treatment of AIDS. AZT is an 

antiretroviral drug that is active against human immunodeficiency virus (HIV). In this regard, AZT is an inhibitor 
of the in vitro replication of some retroviruses, including HIV. AZT is marketed by the Burroughs Wellcome Com- 
pany under the name Retrovir™. Retrovir is the brand name for Zidovudine (formerly called azidothymidine 
(AZT)). See Physician Desk Reference, 44th Edition, 1990, pg. 799. 

ro Recently, attention has been focussed on another potential treatment for AIDS using DDI. DDI is also an 
antiretroviral drug. 

Unfortunately, AZT has a significant dose dependent toxicity. In fact, the 1990 PDR bears the following 
statement 

Warning 

f5 Therapy with Retrovoir (Zidovudine) is often associated with hematologic toxicity including granulocyto- 
penia and severe anemia requiring transfusions (see warnings). 

AZT related bone marrow toxicity limits the utility of the drug. See, Thompson et al, "Hematologic Toxicity 
of AZT and ddC Administered as Single Agent and in Combination to Rats and Mice", Fundamental and Applied 
Toxicology, 1 7, 159-176 (1991 ). Although the basis of the toxicity is not completely understood, some evidence 

20 suggests a metabolite of AZT, 3'-amino-3'-deoxythymidine (AMT), may be at least partially responsible. See, 
Cretton, "Catabollsm ofS-AzWo-^-deoxythymldine In Hepatocytes In Liver Microsomes, with Evidence of For- 
mation of 3'-Amlno-3'-deoxythymtdine, a Highly Toxic CataboHte for Human Bone Marrow Cells", Molecular 
Pharmacology, 39:258-266. It has been reported that some thiols, including reduced glutathione, can reduce 
AZT to AMT in vivo. See, Handlon et al, Thiol Reduction of 3*-Azidothymidine to y-Aminothymidine: Kinetics 

25 and Biomedical Implications", Pharmaceutical Research, Vol. 5, No. 5, 1988. 

Additionally, long term administration of AZT can cause mitochondrial myotoxicity. See, Lamperth et al, 
"Abnormal Skeletal and Cardiac Musde Mitochondria Induced by Zidovudine (AZT) in Human Muscles In Vitro 
and in Animal Model", Laboratory Investigation. 1991, 65:742. This results in a myopathy that develops after 
a mean period of 12 months of therapy. Id. 

30 Further adverse reactions have been reported with AZT. Additionally, DDI has been reported to also cause 

a variety of severe adverse reactions. 

Due to the dose dependent toxicity of AZT and DDI the effectiveness of these drugs as therapies in treating 
AIDS has been limited. 

35 SUMMARY OF THE INVENTION 

The present invention provides a method for reducing, or preventing, the toxicity associated with antire- 
troviral therapy. In this regard, the inventors have surprisingly found that when a glutathione intracellular stim- 
ulator is administered to a patient receiving antiretroviral therapy, the toxicity associated with such an agent 
40 is reduced. The present invention thereby provides a method for reducing the toxicity associated with antire- 
troviral therapy comprising the step of administering to a patient receiving antiretroviral therapy a therapeuti- 
cally effective amount of a composition that stimulates the intracellular synthesis of glutathione. 

In a preferred embodiment the antiretroviral therapy comprises AZT or DDI. Preferably, the composition 
for stimulating the intracellular glutathione levels comprises L-2-oxothiazolidine-4-carboxyiate. 
45 The present invention also provides a method for treating a patient who is HIV positive, or who has AIDS, 
comprising the steps of administering to the patient an antiretroviral therapy and administering to the patient 
an intracellular glutathione stimulator in a sufficient amount to reduce the toxicity of the antiretroviral therapy. 

An advantage of the present invention is that it reduces, or prevents, the toxicity associated with antire- 
troviral therapy. This allows compounds such as AZT to be more effectively used in the treatment of AIDS. 
50 An additional advantage of the present invention is that it allows antiretroviral therapy to be administered 
to a patient who is HIV positive, but not expressing the symptoms of AIDS or ARC, prophytactically, without at 
least some of the severe side effects heretofore caused by the therapy, e.g., hematologic toxicity. 

Additional features and advantages of the present invention are described in, and will be apparent from, 
the detailed description of the presently preferred embodiments. 

55 

DETAILED DESCRIPTION OF THE PRESENTLY PREFERRED EMBODIMENTS 

The treatment of HIV and/or AIDS infection with antiretroviral therapy is limited due to the severe toxicity 
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associated with such agents. For example, AZT causes a dose dependent hemotoxicity. DDI also induces se- 
vere life threatening adverse side effects. The toxicity of such antiretroviral agents is dose dependent thereby 
limiting the therapeutic approaches that can be taken with such compounds. 

The inventors have surprisingly found that an intracellular glutathione stimulator when administered to a 
patient taking antiretroviral compounds will reduce or prevent toxicity associated with the antiretroviral therapy. 
This is a surprising result in view of the fact that it had been reported that reduced glutathione, and other thiols, 
may reduce AZT to AMT See, Handlon et al, supra . 

This belief, coupled with the evidence suggesting that AMT may be at least partially responsible for the 
bone marrow toxicity of AZT (see, Cretton, supra) would lead one away from such a combination. Surprisingly, 
the inventors have found that an intracellular glutathione stimulator will reduce the toxicity of AZT. As set forth 
in detail below in the experiment described in the example, the inventors have specifically found that L-2-ox- 
othiazolidine-4-carboxylatB will reduce the toxicity of AZT. 

L-2-oxothiazolidine-4-carboxylate is subjected to the action of 5-oxo-L-prolinase in the presence of ade- 
nosine triphosphate to produce S-carboxyi cysteine. S-carboxyl cysteine is then decarboxylatBd to produce 
cysteine. Cysteine is then metabolized to provide glutathione. See, U.S. Patent Nos.: 4,335,210; 4,434,158; 
4,438,124; 4,665,082; and 4,647,571, the disclosures of which are incorporated herein by reference. 

The inventors also believe that other substrates that stimulate intracellular glutathione synthesis can also 
be utilized to reduce, or eliminate, the toxicity of antiretroviral drugs, such as AZT and DDI. To this end, the 
inventors believe that glutathione esters, as well as other thiazolidine-4-cart)oxy1ate analogs r that are convert- 
ed intracellularly the glutathione can be utilized. 

Such a glutathione ester, for example, can have the structure: 



wherein: R is an alkyl group containing 1 to 10 carbon atoms. Preferably, the methyl and ethyl glutathione es- 
ters are used. Glutathione esters are disclosed in U.S. Patent No. 4,710,489, the disclosure of which is incor- 
porated herein by reference. 

Further, the inventors postulate that proteins enriched in cysteine, that wil also stimulate the intracellular 
glutathione synthesis, can be utilized. Such proteins, if they have sufficiently high cysteine levels and are ad- 
ministered in sufficiently high quantities, it is believed, can provide the necessary intracellular glutathione stim- 
ulation. For example, the following proteins have a high cysteine content whey (2%); egg white (2.5%); serum 
albumin (5.5%); and lactalbumin (5.8%). 

Pursuant to the present invention, the composition of the present invention can either be administered par- 
enteral^ or enteral ly. Enterally, the composition can comprise a pill including, for example, L-2-oxothiazolidine- 
4-carboxylate that is administered to a patient either contemporaneously with the antiretroviral drug or on the 
same days. Likewise, the composition can include an enteral solution that includes the intracellular glutathione 
stimulator, it is even envisioned that the composition can be part of the patients' diet. 

Parenteral^, the composition can, for example, include approximately 3% to about 6%, by weight, L-2-ox- 
othiazolidine-4-carboxylate in a buffer solution such as phosphate buffer. Of course, parenteraliy, the compo- 
sition can be administered as a bolus or as an additive to an IV solution. 

By way of example, and not limitation, an example of the present invention will now be given. 



To evaluate the hematologic response (peripheral blood and bone marrow), mice were treated by gavage 
twice daily for 13.5 days with 3'-azido-3'-deoxythymidine (AZT) while being administered L-2-oxothiazolidine- 
4-carboxyiate (Procysteine™) orally with the feed. 

L-2-oxothiazolidine-4-carboxylate (Procysteine 111 ), was provided by Clintec Nutrition Company, Deerf ield, 
Illinois. Diet (MEAL) containing 1 .0% (wt/wt) Procysteine™ was formulated. The control diet consisted of MEAL 
containing no Procysteine™. 

3'-azkJo-3'-deoxythymidine (AZT) was provided by Sigma Chemical Company, SL Louis, Missouri. AZT 
was formulated as a suspension at 2.5 and 25 mg/mL in sterile water containing 0.5% (wt/vot) methytcellulose. 
AZT formulations were dispensed into amber glass bottles. 3 

0.5% (wt/vol) methylcellulose in sterile water was used as the vehicle control. The vehide control was dis- 
pensed and handled in a similar fashion as the positive control article. 

The control diet and diet containing Procysteine™ were stored at room temperature in sealed containers 
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in the study room. While in a fume hood, the diet containing Procysteine 1,1 was weighed and dispensed. In a 
fume hood, AZT was weighed, formulated into a suspension and dispensed into bottles. 

The vehicle control and AZT formulations were stored refrigerated at 5±3°C. At each gavage dosing period, 
5 one bottle of each of the formulations was removed from the refrigerator approximately 30-60 minutes before 
dosing and maintained with continual stirring using a magnetic stir bar until the completion of dosing. While in 
a fume hood, mice were treated by gavage twice a day, starting on study day 3. 

Sixty male and sixty female mice from Charles River Laboratories, Portage, Michigan, were studied. Mice 
were approximately 7-8 weeks old at the start of AZT dosing. On study day 0, the weight of the mice was as 
10 follows: males: 17-30 g; and females: 14-25 g. Only mice showing no signs of clinical illness were used in this 
study. The mice were from a colony which was raised and certified by the vendor to be free of adventitious 
pathogens as indicated upon receipt. 

The experimental design for treating the animals was as shown in Table 1 . Three days prior to the initiation 
of AZT treatment (i.e., on study days 0, 1, and 2), mice in groups 2, 5, and 6 were fed the diet containing 1.0% 
15 (wt/wt) Procysteine 111 . Mice in groups 1 , 3, and 4 were fed the control diet. 
Treatment with these diets was continued on study days 3-16. 

Starting on study day 3, mice In groups 1 and 2 were treated by oral gavage with a vehicle control (0.5% 
methyl-cellulose in distilled water) or, in groups 3, 4, 5, and 6, with a positive control article (AZT at 50 or 500 
mg/kg body weight/day), as appropriate. Mice were weighed before the first treatment every day to calculate 
20 dosage. Mice were treated by gavage twice daily, starting at approximately 9 a.m. and 3 p.m. , receiving 1/2 of 
the daily dose at each treatment. At each time point, mice were treated using a volume of approximately 10 
mL/kg body weight 

Animals were weighed (not fasted) and sacrificed on study day 17. At this time, blood was collected for 
hematology evaluation, and bone marrow was collected for bone marrow and hematopoietic progenitor cell 
25 assays. 

Table 1. 

Scheme for Treating Mice with AZT and Procysteine"' 



30 


Group 


AZT Daily Dosage 1 


Procysteine" 


No. Mice/Group 




No. 


<mg/kg) 


(% of Diet) 


(male/female) 


35 




(starting day 3) 


(starting Day 0) 






1 


0 


0 


10/10 



2 


0 


1.0 


10/10 


3 


50 


0 


10/10 


4 


500 


0 


10/10 


5 


so 


1.0 


10/10 


6 


500 


1.0 


10/10 



l A2T was given by gavage at 1/2 the daily dosage , twice 
daily for 14 days in a volume of 10 mL/fcg body weight. 
so AZT was formulated at 2.5 and 25 mg/mL for the 50 and 500 
mg/kg body weight treatments, respectively. 

Mice received Certified Rodent Diet - MEAL (Ralston Purina Co., St. Louis, Missouri). Three days prior to 
55 the initiation of AZT, mice in groups 2, 5, and 6 were placed on diet containing 1 .0% (wt/wt) Procysteine™. The 
diet was put into dishes placed in each cage. Food consumption was monitored on a daily basis for all animals 
within a block upon the initiation of Procysteine 111 feeding to animals within that block. 

Deionized drinking water was provided ad libitum through demand-controlled valves in each cage. 

To accommodate the necropsy procedure, animals were assigned to 1 of 5 blocks (24 mice/block) with 
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initiation of treatment occurring on 5 consecutive days (i.e., study day 0 for block 2 is one day after study day 
0 for block 1, and so on) (see Table 2). Male mice were numbered from 1 through 60, female mice from 61 
through 120. according to their body weight on study day 0 for block 1 . For a given sex of animal, the heavier 

5 the animal, the smaller the number assigned. The assignment kept constant the sum of the numbers (ranks) 
across the 2 animals in each group of a block for a given sex. Those sums differed from block to block by an 
increment of 4. Such a small difference due to blocks was controlled in the statistical analysis. The main goal 
of this systematic assignment was to maintain equal weights across groups. The assignment of animals to treat- 
ment groups (5 blocks) is given in Table 2. 

10 Mice were treated and necropsied according to block, in ascending group order; per block, males were 
treated first, followed by females. For example, Procysteine™ treatment started for block 1 on study day 0; the 
next day was study day 1 for block 1 and study day 0 for block 2, and so on. At any given gavage period (a.m. 
or p.m.), all males and females of a given block were treated before mice from the next block were started. 
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Table 2. Systematic Assignment of Animals 



Group 


Sex 




1 




2 




3 


4 




5 




1 


M 


01, 


52 


13, 


44 


25, 


36 


07, 


58 


19, 


50 




F 


61, 


112 


73, 


104 


85, 


96 


67, 


118 


79, 


110 


2 


M 


12, 


41 


24, 


33 


06, 


55 


18, 


47 


30, 


39 




r 


72, 


101 


84, 


93 


66, 


115 


78, 


107 


90, 


99 


3 


M 


21, 


32 


03, 


54 


15, 


46 


27, 


38 


09, 


60 




F 


81, 


92 


63, 


114 


75, 


106 


87, 


98 


69, 


120 


4 


M 


02, 


51 


14, 


43 


26, 


35 


08, 


57 


20, 


49 




F 


62, 


111 


84, 


103 


86, 


95 


68, 


117 


80, 


109 


5 


M 


Hi 


42 


23, 


34 


05, 


56 


17, 


48 


29, 


40 




F 


71, 


102 


83, 


94 


65, 


116 


77, 


108 


89, 


100 


6 


M 


22, 


31 


04, 


53 


16, 


45 


28, 


37 


10, 


59 




F 


82, 


91 


64, 


113 


76, 


105 


88, 


97 


70, 


119 


Sum of 


K 


53 




57 




61 




65 




65 




Ranks 


F 


173 




177 




181 




185 




189 





At approximately 3:00 p.m. on study day 0. animals were placed on a measured amount of diet (at least 
40 approximately 11 g/day) containing 0 or 1% Procysteine™, as appropriate. Feed was administered in stainless 
steel dishes placed in each cage. At approximately 7:00 a.m. on each of the succeeding days, the feed con- 
tainers were removed, weighed, cleaned, and fresh diet added; containers were returned to the cages at ap- 
proximately 3:00 p.m. each day except study day 17. On study days 3-16, each animal was treated by gavage 
twice daily, starting at approximately, 9:00 a.m. and 3:00 p.m. ( with approximately 10 mL/kg body weight of 
45 the vehicle control, or the positive control (AZT) at 50 or 500 mg/kg body weight 
Starting on study day 0, body weights were recorded daily. 
Each animal was observed approximately 1 hour after being treated by gavage. 
On study day 17, the animals were anesthetized with methoxyflurane (in a bell jar). When deeply anes- 
thetized, blood was obtained by cardiac puncture and transferred for hematological analysis into tubes con- 
50 taining an EDTA solution. 

Bone marrow smear slides were prepared by extracting a small quantity of bone marrow from a femur using 
a small brush previously dipped in mouse serum and then brushing the marrow onto the slides. The bone mar- 
row slides were dipped (five times for approximately one second each time) into Drf f-Quik® fixative and allowed 
to air dry. Fixed slides were stained and evaluated microscopically. 
55 The following hemotologic assays were conducted. 
Leukocyte count 
Erythrocyte count 
Total hemoglobin concentration 
Hematocrit 
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Mean corpuscular volume (MCV) 

Mean corpuscular hemoglobin (MCH) 

Mean corpuscular hemoglobin concentration (MCHC) 
5 Platelet count 

Reticulocyte count 

Differential leukocyte count 

Populations of bone marrow colony forming cells were evaluated. Bone marrow was collected and the stem 

cell assay conducted, as follows: one femur per mouse was cut at the distal and proximal ends. Using a syringe 
10 and 25 gauge needle, 5 mL of IMDM media was flushed through the femur into a collection tube (2.5 mLf lushed 

into one end, then 2.5 ml into the other end). The tube was washed using Iscove's Modified Dulbecco's Media 

containing 20% fetal bovine serum and the cell concentration was adjusted to the desired count for the colony 

assay. 

In triplicate, the marrow cells were put into a mixture of methytceilulose and plated into 35 mm diameter 
15 dishes. The dishes were incubated approximately 2 weeks (37°C, 5% C0 2 , 100% relative humidity) then man- 
ually scored under a microscope for myeloid, erythroid, and mixed colonies. 

Data generated included the following: 
Body weights: Initial and daily 

Hematology: Blood collected prior to necropsy 

20 Bone marrow: Bone marrow count. Myeloid/Erythroid ratio, hematopoietic progenitor cell population 

Food consumption: Daily 

Statistical tests were performed at the a level of 0.01 . Listing of the individual data and summary statistics 
(mean, standard error and sample size) was provided. The average body weight changes from study day 3 for 
study days 4-10 and 11-17 and average food consumption for study days 4-10 and 11-17 was analyzed. Since 
25 the groups consisted of various dosages of AZT and Procysteine™, appropriate dosage response models were 
established. Specifically, the interaction of AZT and Procysteine™ was evaluated. 
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T«ble3:l«*y W-ight Change* 
Listing of items sod Sfndard Error*; C«p.r(son of Heir* to Croup 1 end 2 Aeans 
Descriptions end Caparisons of Dosage Response Effect* 

OR IraHcttos Oo.agXpo~.. I.e., lest of .lope; 01 F .^ic-tn Difference Seteeen CA-ng) OR «ff-c« 











Itafgat Qui 


nge UHk 1 


(9> 


1 


A2T 

Procyetelne 


On/kg 

o.ox 


0 ag/kg 

1.0X 


SO ag/kg 

O.OX • 


500 ag/kg 

O.OX 


50 ag/kg 

1.0X 


1 

500 ag/kg j 
1.QX | 
1 


* mm mm m.^ 1 ftm in istaifM flftfJ At> 

A2T 01 at | rroeysteine »« at 
X Prccyet. | ag/kg A2T 
0.0 1.0 0IF| 0 50 500 OIF 


Hole 
Mesn 

Std. Err. 

M 


1.1 

0.2 
10 


1.4 
0.3 
10 


1.1 
0.3 
10 


0.6 
0.2 
10 


1.3 
0.3 
10 


i.o I 

0.2 | 
10 I 
I 


| 

I 
I 
I 


resale 

Mo«fl 

Std. Err. 

V 


1.0 
0.2 
10 


1.1 
0.1 
10 


1.0 
0.1 
10 


0.6 
0.2 
10 


1.0 
0.2 
10 


0.9 | 
0.2 I 
10 I 


1 
1 
1 


Coobinod 

Std. Err. 
M 


1.1 

0.1 
20 


1.3- 
0.2 
20 


1.1- 
0.2 
20 


0.7-# 
0.1 
20 


1.1- 

0.2 
20 


1.0- | 

o.i 1 

20 | 


1 
1 










weight ou 


mgt week 2 (g) 




Nolo 
Moan 

Std. Err. 
H 


2.4 
0.2 
10 


2.5 
0.3 
10 


2.5 
0.4 
10 


2.1 
0J 
10 


2.3 
0.3 
10 


1.9 | 
0.2 | 
10 1 

1 


1 
1 
1 

1 


Fcmle 
Mean 

Std. Err. 
N 


1.8 
0.2 
10 


1.8 
0.2 
10 


1.8 
0.2 
10 


1.5 
0.2 
10 


1.8 
0.2 
9 


i.o 1 

0.2 I 
10 I 


I 
1 
1 


Coaained 
Moan 

Std. Err. 

N 


2.1 
0.1 
20 


2.2- 
0.2 
20 


2.2- 
0.2 
20 


1.8- 
0.2 
20 


2.1" 
0.2 
19 


1.9- | 

o.i 1 

20 | 


1 
1 



40 



45 



8 Indicates Difference froa Croup 1 : 0 ■aAO «T, O.OX Procysteine 
f Indicates Offfcrencc froa Croup 2 : 0 ag/kg AZT, 1.0X Procyttoin* 
- Indicates Mot Significant OR, OIF or Coaparioon to Croup 1 or 2 

0 Indicates Decreasing OR 

1 Indicates I ncreas ing OR 

• Indicates Significant OIF at Alpha«0.01 

For Coatrfned Sous, Slanke for OR and 01F ar for eenaarieon to Croup 1 or 2 Indicate 
Sens Olffer Therefore Tests Are Performed by Sex 

for Each Sea, Blanks for 08 and OIF ar far Caoparison to Croup 1 or 2 Indicate 
S«x«s Old Not Olffer Therefore Tests Are Perforaed Across Sex 
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Table 4: Blood Assert 
li.tlng of Moon* md Standard Errors; C««perlacn of neons to Sroup 1 end 2 Noam 
D«*cripttone and Cccperisene of Dottot Brspcnse Effects 
M Indicetes Dosage 8esponss. I.e.. Toot of Slop.; OIF Indicates Olff 



franco UtMttn (Mong) OS Effects 



UiC {S10-3AA.) 



f5 



20 



25 



30 



AIT 

Procyeteine 


Ossj/kg 

o.ax 


0 esjAg 

1.0X 


50 s*j/kg 
0.QX 


500 eg/kg 

o.ox 


30 OB/tS 
1.01 


300 «bAb 1 
1.QX I 

I 


A2T OS et j Procytttfna 08 ot 
X Frocyst. | eg/kg ™ 
0.0 1.0 0IF| 0 50 500 OIF 


Mile 
Hun 

Std. Err. 

N 


1.7 
0.3 
10 


1.9 
0.2 
10 


1.6 
0.2 
10 


2.3 
0.3 
10 


1.6 
0.1 
10 


2.1 1 
0.2 I 
10 I 
1 


1 
1 
1 
1 


FtBele 
MfOfl 

std. Err. 
u 


2.1 
0.2 
10 


1.6 
0.1 
9 


1.7 
0.2 
10 


2.3 
0.2 
10 


2.0 
0.2 
9 


1.6 I 
0-2 | 
10 I 


1 
1 
1 


Ceafcined 
Hun 

Std. Err. 
* 


1.9 
0.2 
20 


1.7- 
0.1 
19 


1.7- 
0.1 
20 


2.3-i 
0.2 
20 


1.8- 
0.1 
T9 


0.1 I 
20 | 


1 
1 


StC (xt0**O/4JL> 


Ml* 

$td. Err. 

M 


7.44 
0.06 
10 


7.46 
0.03 
10 


6.93 
0.05 
10 


6.18 
0.08 
10 


7.13 
0.08 
10 


6.19 | 
0.11 I 
10 I 

i 


1 
I 
1 
1 


Fmtlft 

tloon 

ttd. Err. 
■ 


7.25 
0.07 
10 


7.36 
0.06 
9 


6.77 

0.04 
10 


6.22 
0.10 
10 


6.99 
0.10 
9 


6.29 | 
O.OS I 
10 I 


1 
1 

I 


Coined 

ltd. Err. 
N 


7.36 
0.05 
20 


7.41- 
0.04 
19 


6.863* 

0.04 
20 


6.2030 

0.07 
20 


7.0784 
0.06 
19 


6.248* 1 

0.06 | 
20 1 


0 0 - | • i 

1 
1 



40 



45 



50 



55 



8 Indicates Difference Free Group 1 : 0 og/ks A2T, 0.0* ** cv * ttlftt 

* indicates Difference fro*) croup 2 i 0 ao/kg AZT, 1.0* Proeystelne 
. indicates Not Significant Ot, OIF or Coeperlscn to Croup 1 or 2 

0 Indicates Oeereasing 01 

1 Indicates Increasing 08 

• Indicates Significant OIF at Alphe-0.01 

For Ceatolned 8e*es, Slants for 08 and OIF or for Cooporlsen to 6r«a» 1 or 2 Indicate 
te*** Dl f for Therefore Tests An »crforaed by 8ax 

For Each Sea. Hanks for 08 and OIF or for Coapertson to Croup 1 or 2 Indicate 
Sexes Old Sot Differ Therefore Tests Are Perf oread Acresa 8a* 
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15 



20 



25 



30 



35 



Listing of Means 
Descriptions end 
01 indicates 



Ttble 4: Hood Assays 
•nd Standard Errors; Comparison of Dim to Croup 1 snd 2 Means 
Courtsora of Dosage lespome Effects 

I.e., tost of Slop*; OIF Indicates Dlffersnes Bstweon (Mono) 08 Ef foots 



AZT 

orocysteine 


0 ao/kg 

o.n 


0 Bo/kO 

1.0X 


50ag/kg 
O.OX 


KGB (qA) 

500 007kg 

O.OX 


SO ag/kg 

1.0* 


I 

500 ag/kg | 
1.« j 

I 


AZT DA St 
X Frocyst. 
0.0 1.0 


1 

| Procytteine D* *t 
| os/kfi AZT 
OIF] 0 50 500 OIF 


Nll« 

Nssn 

Std. err. 
H 


13.2 
0.1 
10 


13.2 
0.1 
10 


12.6 
0.1 
10 


11.5 
0.2 
10 


13.0 
0.1 
10 


11;S | 
0.2 1 
10 I 
I 




1 
1 
I 
1 


Femle 

Mean 

$td. Irr. 
I 


13.0 
0.1 
10 


13.0 
0.1 
9 


12.5 
0.1 
10 


11.7 
0.2 
10 


12.9 
0.2 
9 


11.7 | 
0.2 1 
10 | 




1 
1 
1 


Ceobined 
Mean 

ttd. Err. 


13.1 
0.1 
20 


13.1- 
0.1 
19 


12.53* 
0.1 
20 


11.60* 
0.1 
20 


12.9-* 
0.1 
19 


11.63* | 

o.i 1 

20 | 


D 0 


1 
1 


NCT f X) 


Mosn 

Std. Irr. 
N 


37.4 
0.4 
10 


37.0 
0.3 
10 


36.0 
0.3 

. io 


33.0 
O.S 
10 


36.B 
0.5 
10 


33.2 | 
0.7 | 
10 | 
I 




1 
1 
1 
1 


Mraslt 
Mesn 

ttd. Err. 
u 


36.1 
0.4 
10 


35.9 
0.4 
9 


34.4 

0.3 
10 


32.1 
0.5 
10 


35.2 
0.5 
9 


32.5 | 
0.5 | 
w | 




1 
1 
1 



Std. Err. 
M 



40 



45 



36.8 
0.3 
20 



36.5- 
0.2 
19 



35.23* 
0.3 
20 



32.53* 
0.4 



36.0- 
0-4 
19 



32.83* 
0.4 
20 



I 



I 



8 indicates Olfference from Croup 1 i 0 -g/kg AZT. O.OX Proeysteine 

* Indicste* Difference Fro* Croup 2 : 0 -g/kg AZT. 1.0X Procystsine 

* Indicates Mot Significant OR. Dlf or CoapaHson to Croup 1 or 2 

0 lndicscos Decreasing 08 

1 indicates Increasing 08 

* Indictee Significant OIF st Alph*-0.01 

For Cooeinod Seaes, I tanks for Ot and OIF or for Coops risen to Ore** 1 or 2 Indicoto 
sosos Differ Tberoforo Toots Are Porfonsod by So* 

For fsefc tox. Blanks for 08 end OIF or for Ccepe risen to Croup 1 or 2 Indicate 
, oid Met Differ Tberoforo Tests Are Performed Across Sox 
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5 



10 



Listing of 
Descriptions 
OK Indicstss 



labia 4i Hood Aewye 

Standard Error*; Comparison of atom to Croup * * nd 2 «•«» 
isora of Oosags tespons* Effscts 

i.e., Tsst of Slops; Dlf Indicates Diffarencs tot. 



:HNn CAaong) ot Effscts 



NCV (fL> 



15 



20 



25 



30 



35 



40 



45 



AZT 

srecystslns 


0 eg/kg 

o.ox 


0 ng/kg 

1.0X 


SO en/kg 

O.OX 


500 eg/kg 

o.ox 


SO so/kg 

1.0X 


500 s*Ag | 

l.tt | 
1 


AZT 01 St 

8 Procyst. 
0.0 1.0 


| srocyttslns Oft st 
| og/kg A2T 
OIF) 0 SO 300 OIF 


Mil 
Nean 

Std. Irr. 
M 


31 
0 
10 


51 
0 
10 


32 
0 

10 


34 
0 
10 


52 
0 
10 


5* 1 

o 1 
10 I 
I 




1 
1 
1 
1 


feast* 
seen 

ltd. Err. 
M 


50 
0 
10 


4? 
0 
9 


51 
0 
10 


3Z 
0 
10 


51 
O 
9 


52 I 
1 1 
10 | 




1 
1 
1 


Contained 
Seen 

Jtd. Irr. 


51 
0 
20 


30- 
0 
19 


523* 
0 

20 


538* 

0 

20 


523* 
0 
19 


533* | 
0 1 
20 I 


I 1 


1 
1 


NCM (Pfl) 


Hslf 
Neon 

ttd. Err. 
I 


17.6 
0.1 
10 


17.7 
0.1 
10 


18.2 
0.1 
10 


18.6 
0.2 
10 


18J 

0.1 
10 


18.6 | 

o.i 1 

10 | 
1 




1 
1 
1 
1 


Fseale 
Nssn 

ttd. Err. 

S 


18.0 
0.2 
10 


17.6 
0.1 
9 


18.4 

0.1 
10 


18.8 

0.2 
10 


18.4 
0.2 
9 


18.6 | 

0.2 I 
10 I 




1 
1 

1 



ltd. Err. 
s 



17.8 
0.1 
20 



17.7- 
0.1 
19 



1SJ3* 

0.1 
20 



18.73* 

0.1 
20 



18.33* 
0.1 
19 



18.63! 
0.1 
20 



I 



I 



8 Indicates Olffsrsnet Free Croup 1 : 0 eg/kg A2T, O.OX yrocys tslne 

* Indicstss Olffsrsnet trxm Group 2 : 0 eg/kg AZT, 1.03 Precysteins 
- indicates Not Significant 08. D!f or Coaparison to Croup 1 or 2 

0 Indicates Decreasing 08 

1 Indicates Increasing 08 

♦ Indicates Significant 01F at Alphe«0.01 

For Conbined Seas*. Blanks for OK and OIF or for Co-par i ton to Croup 1 or 2 Indicata 
teaaa Ol f far Thsrefort Teats Ars Perfonssd by Xe* 

For Each Sss. Stanke for 01 and OIF or for Comparison to Croup 1 or 2 Indicsts 
Sesea Old Hot Dlffsr Therefore Testa Ars Performed Acroaa Ssa 
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Table *: Hood Assays 
lltting of Aeons end Standard Error.; Cooperieon of Means to Group \ and 2 Means 
Descriptions and Caspar icons of Oosage Sciponse Effects 

D. indicate. Doses, tasconea, I.e., Test of Slope; 01* Indicate. Difference ft*-* (ftsong) M Effect. 



KCXC (fl/dL) 

I 1 

att 0 esVko 0 ssj/kg 50 .g/kg 500 -g/kg 50 *«/kt 500 e*j/k« | AIT 01 at | Procyst.in. 01 ot 

0 « 1« 0.0X 0.B 1.0X I.O I Xf>rocyst. | og/kg AZT 



55.2 55.7 55.1 34.8 35.5 34.7 

«td. frr. 0.4 0.3 0.2 0.3 0.2 " 

„ 10 10 10 W 10 10 | I 



FCSMtC 

36.1 36.2 36.3 36 

n.S 0.2 0.3 0 

10 9 10 W 9 10 | i 



Ho*. 36.1 36.2 36.3 36.4 36.5 36.1 | 

ltd. Err. 0.3 0.2 0.3 0J 0.3 0.3 | I 



M, 33.7 35.9- 35.7- 35.6- 35.9- 35,4- | - • - I 

Std. Err. 0.3 0.2 0.2 0.3 0.2 0.3 

„ 20 19 20 20 19 20 | I 

Platelets in 10 •* 3/Ul) 



Molt 
Moan 

ltd. Err. 
N 



»9 


1045 


949 


1119 


999 1205 


68 


85 


34 


63 


59 44 


9 


10 


10 


10 


10 10 



fcnale 
Moan 

Std. Err. 



935 


87S 


972 


1082 


636 


934 


59 


79 


67 


79 


68 


60 


10 


9 


10 


10 


9 


9 



Coabtned 
Mean 

Std. Err. 
8 



951 


966. 


961- 


1 1013d 


922- 


1077- 


44 


60 


37 


49 


47 


48 


19 


19 


20 


20 


19 


19 



8 indlcotoa Olfferenee Pro* Croup 1 : 0 BO/kg MT, 0.01 froeystelne 

• indicates Difference Proa Croup 2 s 0 eg/kg AZT, 1.0X Prceysteine 

• indicates Not Significant OR, OIF or Cooper i ton to Group 1 or 2 

0 Indicates Decreasing OR 

1 Indicate* Increasing 0t 

• Indicates Significant OIF st Alpha*0.01 

For Coabinod Sexes, Hanks for OS end OIF or tor Coops r icon to Group 1 or 2 Indicate 
Seaes Differ Therefore Tests Are Perf oread by Sea 

for each Sex, SUnks for 01 end OIF or for Caeperison to Group 1 or 2 Indicate 
Soxes Old Bot Differ Therefore Tests Are Mrf erased Across Sea 



11 



EP 0 572 110 A2 



5 



10 



(ton of 



to Croup 1 and 2 



Table 4: Hood Assays 
Listing of *«em and Standard Irrort; Conpe 



A2T 

rrocysttin 



0 ao/kfi 

0.01 



0 aa/kQ 

1.0X 



SO B0/C8 

o.ox 



S00 ag/kg 

O.OX 



SO MBAO 

1.0X 



I 

1.CX j 

I 



I 

AZT 01 st | srocyBtelne Ot ac 
* rrocyst. j "OAO ** T 
0.0 1.0 OIFI 0 50 S0O OIF 



15 



20 



25 



30 



35 



Mela 
Noon 

Std. err. 
M 


62 
4 

to 


62 
3 

10 


65 
5 

10 


63 
2 
10 


66 
2 

to 


50 
4 
10 


1 1 

! I 


senate 
Ntsn 

Std. err. 
K 


77 
1 


72 
2 
9 


76 
2 

10 


72 
2 
10 


74 
3 
9 


76 
2 

10 


1 l 

! ! 


Costs insd 
Moan 

ttd. trr. 


69 
3 


67- 
2 


3 

20 


2 

20 


2 
19 


3 

20 


1 1 
1 1 


Neutrophils (I> 


Mslo 
fttsn 

Std. trr. 
M 


35 
4 
10 


34 
3 
10 


32 
S 
10 


32 
2 

10 


31 
2 
10 


38 
S 
10 


1 1 
1 1 
1 1 
1 1 


fCMlt 

Std. frr. 
M 


20 
2 

10 


23 
3 
9 


19 
2 

10 


24 
2 
10 


24 
3 
9 


20 

2 
10 


1 1 
1 1 
1 1 



CeaOined 
Mcsn 

Std. err. 
M 



26 
3 
20 



29- 


23" 


26- 


27- 


29- 


2 


3 


2 


2 


3 


19 


20 


20 


19 


20 



I 



45 



I 



9 indicates Difference fro. Croup 1 : 0 -g/»9 *2T, 0.0X rrocyat.ine 

• indicate. Oiffrenc trm Croup 2 : 0 e«/kg AZT. 1.W Oocyst. in. 
- indicates dot Significant OK, OIF or Comparison to Croup 1 or 2 

0 Indicates Decreasing 01 

1 indicates Increasing OK 

• indicates Significant DU at Alpha«0.01 , ..^ 
•or Coined Saaas, eienks for OR and OIF or for Ccapenson to Croup 1 or 2 Indicate 
Sexes 01 f far Therefore Tests Are rerfomed by Sts 

For Each Sex, Slanks for OK and OIF or for Cosperiaon to Croup 1 or 2 Indicate 
Sates Old Not Differ Therefore Tests Are P«r*or«d Across Se« 
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10 



15 



20 



25 



30 



35 



40 



45 



Table 4: Hood Uuyi 
listing of Huns end Standard Errors; Comparison of Mtsra CO Group 1 and 2 Means 
Descriptions ond Casparisons of Doom Mtpomt Effects 

Dl Indicates Dosage ttsponsc, I.e., Tost of ttopt; OIF Indlcstos Olffertnca Sttiieen (Asang) Dl Effects 











Eosinophils <1> 






1 


AZT 

Procysteine 


o ao/ke 

o.ox 


0 «g/kg 

1.QX 


50 eg/kg 

O.OX 


S00s*j/kg 

O.OX 


SO e*/kg 

1.0X 


1 

500 se/ko 1 

1.0X | 

1 


AZT 01 at | Procyatslne OR st 
I Procyst. | ng/kg AZT 

o.o i.o oir | o so 500 oir 


Mill 
Mean 


2 


3 


3 


3 


2 


3 


1 


1 - 


ltd. Err. 

N 


1 
10 


1 
10 


1 

10 


1 
10 


0 
10 


1 

10 


1 

1 
t 


1 
1 
1 


Feeelc 
Mean 


2 


3 


4 




2 


4 


1 


1 


ltd. Err. 
II 


0 

1G 


1 
9 


0 

10 


1 

* 10 


0 
9 


1 
10 


1 
1 


1 
1 


Coabined 


2 


3- 


3-- 


3- 


2-- 


3- 


1 




Std. Err. 
M 


0 
20 


0 
19 


0 
20 


D 

20 


0 

19 


1 

20 


1 
1 


1 
1 


Monocytes <X> 


Male 


1 


1 


1 


2 


1 


2 


1 


I 


Std. Err. 
N 


0 
10 


0 
10 


0 
10 


1 

10 


0 
10 


0 

10 


1 
1 
1 


1 
1 
1 


Fee»le 


1 


1 


1 


1 


1 


1 


1 


1 


Std. Err. 
N 


0 
10 


0 
9 


0 
10 


0 

■ 10 


0 
9 


0 
10 


I 
1 


I 
1 


C cabined 


















Mean 


1 


1- 










1 
1 




Std. Err. 
■ 


0 
20 


0 

19 


0 

20 


0 

20 


0 
19 


0 

20 


1 
1 



a Indicates Dlffarenee Free Croup 1 : 0 s*/kg AZT, O.OX Procysteine 

« Indicates Difference free Crwp 2 t 0 e*/kg AZT, 1.0X Prccystein. 

- indicates Rot Significant M. OIF or Comparison to Ore** 1 or 2 

D Indicates Decreasing Ot 

1 Indicates Increasing 01 

* indicates significant DIP at *lpha»0.01 

Per Cenbined Seaes. t tanks for 01 and DIP or for Cooper t ton to Croia> 1 or 2 Indicate 
Sexes Differ Therefore Tests Are Performed by Sex 

For Each Sex, D tanks for OR end OIF or for Cespari sen to Grots? 1 or 2 Indicate 
Sexes Oid Mot Differ Therefore Testi Are Performed Across Sex 
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EP0 572110 A2 



5 



10 



15 



20 



25 



30 



lUtlng of 
0o*crlption* and 
Dt Indicate* 



, croup 1 end 2 Aeons 



Table 4! Blood A*s*y* 
and Standard Crror*; Cooper I eon of Neon* to < 

ptrlim of Oosafe tesponfte IffeCtt ni »fi Mt i 

•upon.., I.... Ttst of Hop*; OIF ^«^- D,f '^ ,tt ^/^L".!!lr". 



toeopMU (X> 



AZT 

pracyatetne 



0 eg/kg 

0.0X 



0 op/kg 



SO eg/kg 

o.oi 



500 ogAg 

o.ox 



50 eg/kg 

1.0S 



I 

500 og/kg | 

i.ox I 
I 



AZT Oft Ot 
1 Procyat 

0.0 1.0 



I 

| Procyat • In* M at 
| oo/ks AZT 
DIM 0 SO 500 oif 



Nile 


0 


0 


0 


0 


0 


0 


1 


. 1 


Moan 

ltd. Iff. 

M 


0 
10 


0 

10 


0 
ID 


0 
10 


0 
10 


0 
10 


• 1 
1 
1 


1 
1 
1 


FCfMlt 
Ncan 

ltd. err. 
N 


0 
0 


0 
0 
9 


0 
0 
10 


0 
0 
10 


0 
0 
9 


0 
0 
10 


1 
1 
1 


1 
1 
1 


Coifcinod 
Moan 


0 


0- 


0-- 


0" 


0-« 


0- 






ltd. Err. 


0 


0 


0 


0 


0 


0 


1 


1 
1 






20 


20 


19 


20 


1 




Sands «> 


NOLO 

Noon 


0 


0 


0 


0 


O 


0 


1 


1 


Std. Crr. 


0 


0 


0 


0 


0 


0 


I 


1 
1 


H 


10 


10 


10 


10 


10 


10 


1 
1 


1 


Fcnale 
















1 


Noon 


0 


0 


0 


0 


0 


0 


1 




Std. Crr. 
u 


0 

10 


0 
9 


0 
10 


0 
10 


0 
9 


0 
10 


\ 
1 


1 
1 



Combined 



ttd. Crr. 
M 



0 
0 
20 



0 

T9 



0- 
0 
20 



0- 
0 

20 



0-- 
0 
19 



0- | 
0 I 
20 | 



45 



I 



8 indict*. 0lffer*ne« Fro» Croup 1 : 0 op/kg AZT, 0.OX Procy*t.lne 

• Indicate* Oifferenee Fro. Croup 2 s 0 op/kg AZT. 1.0X Proeyettim 

• Indicate* Not Significant OS. OIF or Co.pari.on to 0r*4> 1 or Z 

0 Indlcata* Oecreaeing 0* 

1 Indies to* Inereeefng Ot 

• iridic* cm Significant OIF *t Alpne*0.01 

ScZin* Zm. tlar*. fr 08 and Olf or for Cocoon to Cr«*> 1 or 2 Indict. 
Sex** 01 f for Thorefore Te*tt Are Performed by Con 

FoTl^h Ma. Clank, for 01 and 0" or for Co^rloon to Crew 1 or 2 l-««t. 
Sum Old Mot Dlffar Tharofor* T«*t* Are Performed Aero** Se* 
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10 



15 



Hating of *w* 
Oeacrtotiena and 
01 Indlcat 



Table 4: Hood A**«y» 

S»nd*rd error.; C-*>ari»oo of Means to Cm* 1 and 2 Mean. 
Con»r<um of Dooooe teaponee tfitcxt 

leepome. I.e.. Test of Hope; OIF Indlcte. Difference lot-o 



) 01 Effect! 



AZT 

Procyetein 



</100 WO 



0 mo/kg 

a. ox 



o OQAO 

i.qx 



50 og/ko 

0.0S 



500 ng/kg 
0.QX 



SO OQ/ks 

i.a 



I I 

500 -cAb | AZT 01 ot | Droeyotaine OB it 

1.0X | IWt. I m 

| 0.0 1.0 0I«| 0 SO 500 OIF 



20 



25 



30 



35 



Nolo 
Moon 

Std. Err. 

K 


0 
0 
10 


0 
0 

10 


0 
0 
10 


0 
0 
10 


0 
0 
10 


0 
0 
10 


! | 


*#*»!• 
Moan 

ltd. Err. 
u 


0 
0 


0 
0 
9 


0 
0 
10 


0 
0 

10 


0 
0 
9 


0 
0 
10 


i I 


Combined 
Moon 

Std. Err. 

0 


0 
0 
20 


0- 
0 
10 


0- 
0 
20 


0- 
0 
20 


0 
19 


0 

20 


......... 










AnUo 


(coded) 






Kale 
Moan 

ltd. Err. 
1 


0.2 
0.1 
10 


0.1 
0.1 
10 


0.3 

0.1 
10 


0.7 
0.1 
10 


0.1 
0.1 
10 


o.s 

0.1 
10 


! ! 


Feeele 
Moon 

Std. Err. 

M 


0.1 
0.1 
10 


0.1 
0.1 
9 


0.2 
0.1 
10 


0.7 
0.1 
10 


0.1 
0.1 
9 


o.s 

0.1 
10 


I ! 


Cecfcined 
Moon 

Std. Err. 
11 


0.1 
0.0 
20 


0.1- 
0.0 
19 


0.2- 
0.1 
20 


o.rs 

0.1 
20 


l« 0.1- 
0.0 
19 


O.SOd 

0.1 
20 





45 



50 



9 indicate* Difference frm Croup 1 : 0 aaytcg O.OX Mrocyetelnt 

# indicate. Olffaronea f re. Croup 2 : 0 a«/fc0 UT. 1.« Mrocystein. 
- indicate. Not Slonlf leant Dt. OIF or Co-par i*on to Croup 1 or 2 

0 Indicate* Decreasing 01 

1 Indicates Increasing 01 

• Indicate* Significant 01F at Alphe«0.01 

,or Co*>i«*d Sexes, ilanks f or W and OIF or for Cooparleon to Croup 1 or 2 Indicate 
Sex** Diffor Therefore Teat. Are Performed by Sea 

For Each Sex, Honk, for 01 and OIF or for Co.pori.en to Group 1 or 2 Indicate 
- - *»» p»HorMd .crocs S*x ' 
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lebl* 4: flood Assays 
listing of RUM end St«*i.rd errors; Coaperlecn of Meana to Croup 1 end 2 Heene 
Descriptions and Coeeisrieom of 
M Indicates Dooofo Response. \ .«. 



Effects 

Test of Slope; OIF Indicates Difference tctoeen (Anno) Dft If foots 



AH 

Procysteino 



mu 



ltd. Iff. 

N 



resale 



Std. 6rr. 
M 



Coefclred 



ftd. irr. 
M 



Micro Ccodod) 



• oo/kfl 

0.« 



,0«Q/k9 

1.CH 



90 MB/ee 

0.01 



SOOaoAf 

o.ox 



I I 

SO ofl/kg 500 ae/kg | AZT Oft «t | Procysteino OR ot 

t.« 1.0X | *Proeyat. | ■O/kgAOT 

| 0.0 1.0 01f| 0 SO 500 DIP 



0.0 


0.0 


0.1 


0.0 


0.0 


0.1 


0.0 


0.0 


0.1 


0.0 


0.0 


0.1 


10 


10 


10 


10 


10 


10 


0.0 


0.0 


0.0 


0.0 


0.0 


0.1 


0.0 


0.0 


0.0 


0.0 


0.0 


0.1 


10 


9 


10 


10 


9 


10 


0.0 


0.0- 


0.0-- 


0.0- 


O.0" 


0.1" 


0.0 


0.0 


0.0 


0.0 


o.o 


0.0 


20 


1? 


20 


20 


19 


20 



ftocro (coded) 



M«lO 










0.0 


Moon 


0.0 


0.0 


0.0 


0.2 


Std. trr. 


0.0 


0.0 


0.0 


0.1 


0.0 


U 


10 


10 


10 


10 


10 


F seals 










0.0 


Moon 


0.0 


0.0 


0.0 


0.1 


ltd. Irr. 


0.0 


0.0 


0.0 


0.1 


0.0 


N 


10 


9 


10 


10 


9 



Cosbined 

Std. Crr. 
H 



0.0 


0.0- 


0.0" 


o.2a» 


0.0- 


0.0 


0.0 


0.0 


0.1 


0.0 


20 


19 


20 


20 


19 ' 



a Indicates Olfferenct frm Croup 1 j 0 -cAg A2T. O.OX Sreeystsine 
f indicates Difference Proa Groi* 2 : 0 agAg AZT. 1.« Proeystslnt 
- Indicates Not Slflnlf leant OA, 01* or Co-perl son to Gro^ 1 or 2 

0 Indicates Decrees t raj OA 

1 Indicates Increasing OR 

• Indicates significant OIF et Alphe»0.01 

For Combined Seses, Olenks for OR and OIF or for Cosperieon to Onus 1 or 2 Indicate 
Sexes 0t f for Therefore Testa Are Per* oread by Sea 

For Est* Sea. Slants for OR end OIF or for Coepartaon to Croup 1 or 2 Indicate 
Sexes Old Rot Olffer Therefore Teats Are Perform* Across Sex 
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Table 4: Blood Aiuyi 
listing of Meens «nd Standard Ifrcnj Cojsperison of Haarw to Croup 1 and 2 Hoar* 
Descriptions and Comparisons of Doaase Response Effects 

OR Indlcste. Dosage Response, last of Hops; OIF Indicates Differs Oetxeen (fteong) OK Effect. 



Poly (coded) 



I I 

ait 0 a,/** 0 sgj/k, 50 atj/kg 500 ao/ho 50 sgj/kg SOO i/kg | AZT Dt at | *ocy»telne 01 at 

*" t " „ t - o Qt 0 OX 1.0X 1.0Z | X Frocyot. opAg A2T 

Procyetein. 0.« 1.0X 0.» Q.0X 1.H I ^ ^ ^ q ^ ^ ^ 



Mala 
Ha an 

Std. Err. 
N 



Maan 

Std. Err. 
H 



0.7 


0.8 


0.9 


t.o 


0.7 


0.8 


0.1 


0.1 


0.1 


0.1 


0.1 


0.1 


10 


10 


10 


10 


10 


10 


0.6 


0.6 


0.7 


o.o 


0.8 


0.8 


0.1 


0.1 


0.1 


0.1 


0.2 


0.1 


10 


9 


10 


10 


9 


10 



Coflfcined 

Std. Err. 
N 



0.4 


0.7- 


0.B-- 


o.oa- 


0.8- 


0.60- 


0.0 


0.1 


0.1 


0.0 


0.1 


0.1 


20 


19 


20 


20 


19 


20 



aurr Calls (coded) 



0.0 I I 

0.0 j I 
10 I I 

I I 

0.2 | I 
0.1 | I 

10 | ! 

o.i« I - I 

o.o I 1 

20 I I 

8 Indieatas Olfferenea Free. Croup 1 : 0 og/kg AZT, 0.0X rrocyst t»ne 
f indicates Oiffrrancs trm Croup 2 : 0 eg./k fl AZT, 1-« ^ocystaine 
- Indicates Sat Significant 08. OIF or Cooper i son to Croup 1 or 2 
D Indicates Decreasing 01 
1 indicates Increasing OS 
* Indicates Significant Oir at Alphe*0.01 

For Contained Saws. Olants for OK and OIF or for Cooper i son to Croup 1 or 2 Indicate 
Sexes 81 f far Therefore Testa Are Perforata* by sax 

for Each Sex, Slants for OS and OIF or for Coopsrison to Croup 1 or 2 Indicate 
Seses Oid hot Differ Therefore Tests Are Parf oread Across Sex 



Mean 


0.1 


0.2 


0.1 


0.0 


0.0 


Std. Err. 


0.1 


0.1 


0.1 


0.0 


0.0 


■ 


15 


10 


10 


10 


10 














feaala 












Maan 


0.1 


0.0 


0.1 


0.1 


0.1 


Std. Err. 


0.1 


0.0 


0.1 


0.1 


0.1 


N 


10 


9 


10 


10 


9 


Cesfeined 












Mean 


0.1 


0.1- 


0.1- 


0.0-- 


0.1- 


Std. Err. 


0.1 


0.0 


0.0 


0.0 


0.0 


1 


20 


19 


20 


20 


19 
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Tebl* 4: Oleod Aseer* 
Lilting of Noona ond Standard Error.; Covtrfion of Ht« to Croup 1 and 2 Mm 
Descriptions and Cospartsona of Doseee Response Cffteti 
10 OR indicate Oouf Response, l.t.. Tost of Slope; Olf Indicate* Difference lewcen (ajeorcj) " Effect. ^ 

bowel I Jolly Sodles (coded) 

I I 

AIT 0 aj/ka 0 fAj/k* $0 -S/kfl S00 a*/k» 50 eg/ke 500 ag/ko | AZT DA at | Procysteine D« at 

oox t.« o.ox o.oac i.« i.« I * "wot. | ao/ko ait 

I 0.0 1.0 0IF| 0 50 500 OIF 



f5 

Hale 



Std. Err. 

N 



0.1 


0.1 


0.1 


0.5 


0.1 


0.3 


0.1 


0.1 


0.1 


0.1 


0.1 


0.1 


10 


10 


10 


10 


10 


10 



20 



Moon 


0.0 


0.0 


0.0 


0.3 


0.1 


0.2 1 


Std. Err. 


o.o 


0.0 


0.0 


0.1 


0.1 




M 


10 


9 


10 


10 


9 


10 I 



I I 

1 I 

I I 

I I 

I 
I 
I 



25 


Moon 


0.1 


0.0- 


0.0- 


0.480 


0.1-- 




Std. Err. 


0.0 


0.0 


0.0 


0.1 


0.0 




N 


» 


19 


20 


20 


19 



0.23d |-1 ' I 
0.1 | I 

20 | I 



fiotlculocytn <X> 



30 



35 



Nolo 












1-4 1 


Nun 


1.4 


1.5 


1.5 


1.7 


1.4 


Std. Err. 


0.1 


0.2 


0.1 


0.1 


0.2 


o.t 1 


M 


10 


10 


10 


10 


10 


10 I 

I 


resale 














Mean 


1.3 


1.4 


1.4 


1 J 


1.5 


1.3 1 


Std. Err. 


0.1 


0.1 


0.2 


0.2 


0.2 


0.2 | 


E 


10 


9 


10 


10 


9 


9 1 


Cenbfnod 












1.4-- | 


Moon 


1.4 


1.5- 


1.4-- 


1.5" 


1.4- 


Std. Err. 


0.1 


0.1 


0.1 


0.1 


0.1 


o.i 1 


M 


20 


19 


20 


20 


19 


» 1 



9 Indicate* Difference Proa Grot* 1 : 0 eg/ke AIT, 0.01 Procyatein* 
N * indicates Olfference frea Croup 2 s 0 ag/kg AIT, I. OX Procysteine 

- Indicate* Mot St tnif leant OR, OIF or Cestarleon to Croup 1 or 2 
O Indicates Oocrosslng 0E 
45 t Indicates Increaeino OR 

• indicates Significant OIF at Alphe-0.01 

Per Co*aln*d Sous, Stenka for OR and OIF or for Ce*peH*en to Group 1 or 2 Indicate 
toss* 0 If for Therefore Testa Are Perf oread by Sex 

For Each Set. Slankt for OR end Olf or for Coapariion to Croup 1 or 2 Indicate 
tun Did Rot Differ Therefore Testa Are Perferaed Acroaa See 
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Tabic 5: Bon. Kerron-Myelold Serit. X 
listing of Mean* ord tt.od.rd Error*; Cooperlson of Noam to Croup 1 and 2 Noon. 
Description, and Ceepsriscro of Oosete Ktsponst 
10 01 indicate* D0M90 Besponse, 



I.e.. Toot of Slope; OIF Indicetes Difference Between (Aaong) Dt Effect. 



My. lob I ..t (X) 



15 



20 



25 



at 

Proeystelne 


Oag/kg 

0.01 


0 ag/kg 
1.0% 


90 at/kg 

o.ox 


300 ag/kg 

o.ox 


50 eg/kg 

1.0X 


SOOaojAo I 
1.01 | 
1 


AIT Ok at 
X Procyst. 
0.0 1.0 


| Procyoteine 01 ot 
| ag/kg AZT 
D1F| 0 50 500 OIF 


Male 
Mean 


3.0 


3.3- 


3.8* 


3.58- 


3.33- 


3.60- | 




1 
t 
1 
1 




Std. Err. 
M 


0.2 
10 


0.2 
1? 


0.1 
10 


0.1 
10 


0.2 
10 


0.1 1 
10 I 

I 






Font. 

Mean 

Std. Err. 
H 


2.4 
0.1 
10 


3.20 
0.1 
8 


3.5a- 
0.1 

10 


3.63- 
0.1 
10 


2.7- 
0.2 
8 


3.18- | 

0.1 ! 
• 1 




1 
1 
1 


I D 0 


Coebinod 
Mean 


2.7 


3.2 


3.6 


3.6 


3.1 


3-3 | 


1 


• 1 

I 
I 




ltd. Err. 


0.1 
20 


0.1 
18 


0.1 

20 


0.1 
20 


0.2 
18 


0.1 1 

1* 1 






Promyelocyte CX> 


Hole 
Mean 


9.3 


a.s 


13.0 


12.7 


9.6 


9.9 ! 




1 

i 
1 
1 




Std. Err. 
H 


0.2 
10 


0.2 
10 


0.2 
10 


0.3 
10 


0.1 

10 


0.1 1 

10 J 

I 






Fea.lt 
Mean 


9.0 


8.4 


12.1 


12.5 


6.9 


9.1 I 




1 
1 
1 




Std. Err. 
a 


0.2 
10 


0.3 

8 


0.1 
10 


0.1 
10 


0.3 
8 


0.2 I 
9 I 







35 



0.1 6.45 12.6a# 12.606 9.3-6 9.5-6 | I I • | 

Std. Err. 0.2 0.2 0.2 0.2 0.2 0.1 j 

40 u 20 IB 20 20 18 10 I I 

0 Indicates Difference Fro. Croup 1 : 0 en/kg «T, O.OX Procysteine 
f Indicates Difference Frc- Group 2 : 0 ssj/kg AZT. 1.0X Procyoteine 
- Indicates Mot Significant 08, DIF or Cooparlaon to Croup 1 or 2 
0 indicates Decreasing 08 
45 I Indicates Increasing 08 

• indicates Significant DIF at Atpna-0.01 

sor combined semes. Blanks for 06 end OIF or for Ceeperison to Croup 1 or 2 Indicate 
Ion Differ Therefore Tests Are Performed by Sex 

For Bach Sex. Blanks for 08 and DIF or for Cooparlaon to Croup 1 or 2 indicate 
Se.es Did iot Differ Therefore Tests Are Perforaed Across lex 
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10 



15 



20 



25 



30 



35 



AZT 

procyatelne 



Listing of 
Description! 
Dl Indicates 



0«QA9 

0.0X 



Tabla S: tone Aarrow-wyelold Series X 
and Standard Errors; Co*sM«" of heens to Group 1 2 Aeons 
m of Dosogt Response effects 

7,. «....1«tTi«p.: oi» ' «-"•> » e "~» 



Myelocyte (1) 



0 soVkfl 

t.QX 



SO ssjykfi 

o.ox 



500 ag/ag 

O.OX 



I 

SO OS/M 500 eg/kg | AZT 08 at 

1.0X t.OX | * *rocyst. 

| 0,0 1.0 



I 

| Frocysteine M ot 
| so/kg AZT 
OIF) 0 SO 500 otr 



£ 9 ., 9.6 12.9 «.4 9.6 «.0 | -I 

I, fl 1 0 2 0.3 0.2 0.5 | 

r ir \1 " ;. io i. i. i j 

„ to a « 10 fl 1 ' 

r- » » JL_ ■ 1—1....' ; i- - 

Tocst Frollfereting CX) 

r- " '» " - » - i 



ale 



Std. err. 
I 



20.2 
0.3 
10 



20.9- 

0.4 
8 



28.0*1 
0.2 

no 



2B.93J 
0.2 
10 



11.1- 
0.4 
8 



22.03* 

0.S 
9 



I 



I 



40 



ltd. irr. 

H 



20.7 
0.2 
20 



21.2 
0.2 
16 



28.9 
0.3 
20 



28.8 

0.2 
20 



22.0 
0.5 
18 



22.8 
0.3 
19 



I 



I 



8 indicate. OHferenc. Fro. Croup 1 : 0 ogAg «T. O.CX Frocyst. no 

• Indicata. Difference Fro. Croup 2 . 0 .gA. AXT. 1.CX 

- indicates Hot Slgnif leant OX. 01? or Coaparison to Croup 1 or 2 

0 Indicates Decrees ing DA 

1 indicates Increasing 01 

• Indicates Significant OIF at alphe-0.01 , 
Jc£ir-d Seiee. <~ « and 01, or for Carlson to Croup 1 or 2 Ind.cat. 
Uxm Differ Therefore Tests Are •erfonaed by Sea lmMm 

, or M sex. IIW. for Ot and Dlf or for Caparison to Croup 1 or 2 Indict, 
taxes Did Mot Differ Therefore Tests Are Rerfomed across Sen 
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10 



15 



20 



25 



Table 5: loo* Nerrw hyaloid Serits X 
listing of Means and fundi* Errors; Coaperieon of to Croup 1 «nd 2 Mono 

DMcrtDtions and CoapsHsons of Dosage lotponso Effects 



llataayelocyte <%) 



AIT 


0 agAfl 


0 ag/kg 


SO ag/kg 


500 ag/kg 


SO ag/kg 


500 ag/l 


Frocysteine 


o.cx 


I.OX 


0.O1 


o.ox 


i.ox 


I.OX 


Matt 
Mean 


8.8 


8.0- 


8.7- 


8.6-- 


9.831 


9.0-i 


Std. Err. 


0.3 


0.3 


0.2 


0.2 


0.5 


0.2 


N 


10 


10 


10 


10 


10 


10 


Fcasle 










8.8- 


9.039 


hean 


8.4 


8.5- 


B.9-- 


9.2-- 


std. Err. 


0.1 


0.4 


0.2 


0.2 


0.4 


0.2 


H 


10 


8 


10 


10 


8 


9 


toetjined 










9.S 


9.4 


Neon 


8.6 


8.2 


B.8 


8.9 


Std. Err. 


Q.1 


0.2 


0.1 


0.2 


0.2 


0.2 




20 


18 


20 


20 


18 


19 



I 

AZT OR ot | Procysteine M at 
X Procyst. | aa/kg AIT 
0.0 1.0 Dlf| 0 50 500 OIF 



30 



35 



40 



45 



Mat* 












15.5- 


Ntan 


15.2 


15.8- 


13.630 


H.D3R 


15.2" 


Std. Err. 


0.3 


0.2 


0.2 


0.2 


0.1 


0.2 


M 


10 


10 


10 


10 


10 


10 


Fenale 












IS. 7- 


Mean 


15.6 


15.5- 


14.9-- 


13.73* 


15.3- 


Std. Err. 


0.1 


0.3 


0.2 


0.3 


0.3 


0.3 


M 


10 


8 


10 


10 


8 


9 


Coabined 
Peen 


15.4 


15.6 


14.2 


13.8 


1S.3 


15.6 


ltd. Err. 


0.2 


0.2 


0.2 


0.2 


0.1 


0.1 


■ 


20 


IB 


20 


20 


18 


19 



I 

3 indicates Difference Frea Croup 1 : 0 aa/kg AZT, O.OX rroeystelne 
t indicates Olfference Froa Croup 2 : 0 ag/fcg UT, I.OX Frocystein. 
- indicates Mot significant DR, OIF or Conparison to Croup 1 or 2 

0 Indicates Decreasing OR 

1 indicates Increasing Oi 

• Indicates Significant OIF at Alphi»0.01 

For Mined Seats. Slanka for 01 end Olf or for Coaperiaon to Croup 1 or 2 Indicate 
sue* Differ Therefore Tests Are rerforaed by Sea 

For Each Sex, Btanka for OR and OIF or for Coaparison to Croup 1 or 2 Indicate 
Seaes 0 id not Differ Therefore Testt Are Rerforaed acres* Se* 
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ACT 



libit St tent nerrow-nyelotd seriee X 
List ins of Nt«r» end Standard grrore; Co^riion of Mans to Croup 1 and 2 
Descriptions and Ceoporisons of Dosage Besponse effects 
D« lndtc.tr* Dosf Sesponaa, I.e.. Test of Slop.; OIF Indicate. Difference 



0 eg/kg 0 

O.OX 1 



Neutrophil («) 



I) 01 effects 



SO no/kg 
O.OX 



WO eg/kfi 

O.OX 



50 eg/ko 

1.0X 



I I 

$00 no/kg | A2T 0* at | »rocystelm 01 At 

l.ox | xrncft. I agykiAZT 

I o.o t.o oir) o SO 500 oif 



13.4 13.4- U.»» ,2 - 9 " 13 - 5 *" I j 

Std.Err. C.3 0.3 0.2 0.1 0 2 0.2 | 

n 10 10 io 10 10 10 | I 

13<2 13 . 7 - 12.5-i 12.43* 13.6- «.W | I 

Std.Err. 0.1 0.3 0.2 0.3 0.3 0.2 | 

M io 8 10 10 a * I • 

^ ,md 13.3 13.5 12.4 12.6 13.2 13.0 J * " * ! 

Std.Err. 0.2 0.2 0.1 0.2 0.2 0 '* 

M 20 « 20 20 « 19 I J 

Eosinophil a) 



Male 
Mm 

ltd. Err. 



3.7 


4.4- 


2.83* 


2.930 


2.93d 


3.5-« 


0.2 


0.2 


0.1 


0.2 


0.2 


0.2 


10 


10 


10 


10 


10 


10 



nun 

ltd. £rr. 

M 



3.4 


4.38 


3.0-# 


2.23* 


4.23- 


0.2 


0.1 


0.2 


0.1 


0.2 


10 


8 


10 


10 


8 



Peon 3.5 4.4 2.9 2.6 3.3 JJ | 0 0 - | 

Std. Err. 0.2 0.1 0.1 0.1 0.2 0.2 

m 18 20 20 18 « | I 



8 Indicates Oifferenee Free Croup 1 : 0 eg/kg A2T. O.OX Procysteine 
f indicates Difference Froo Croup 2 : 0 eg/kg A2T, 1.0X erocyatelne 
. indicates Hot Significant Dt, OIF or Coaparison to Croup 1 or 2 

0 Indicates Decreasing Of 

1 indicates Increasing 08 

• indicates Significant OIF at Alphe«0.01 

far Ce-fcined Sexes. 8 tanks for 08 end 01F or for Coaparison to Croup 1 or 2 Indicate 
Sexes Olffer Therefore Teste Are Perfonaod by Sex 

far Each Sex, Blenke for 08 and OIF or for Coapsrison to Croup 1 or 2 Indicate 
Saxes Oid Rot Differ Therefore Tests Are Ferforaod Across sex 
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Tebtt 5: tont Harrcw -Hyaloid Serie* X 
listing of Neera and Standard trrort; Conparlson of Means to fir** 1 end 2 Ream 
Dttcriotions and Cospartsoro of Dosage Response Effect! 

T^zz o«. 9 rr«pon«. ..... i« t i '^:!!/.!!:"~:/.::!!!:.!t!^!- M .-...!!" 



AZT 

Frocystoint 


0 esj/kg 

0.0% 


0 «QA9 

1.0X 


50 taj/kg 

o.ox 


500 eg/kg 

o.ox 


SO eg/kg 

1. oi 


500 ng/kg | 

i.cx t 

1 


AZT OS ot | f>rocystetns M ot 
IProeyst. j ng/kg AZT 
0.0 1.0 OIF I 0 50 500 OIF 


Mela 
Ht»n 


0.0 


0.0 


0.0 


0.0 


0.0 


0.0 | 


1 . 


Std. Err. 

N 


0.0 
10 


0.0 
10 


0.0 
10 


0.0 
10 


0.0 
10 


0.0 I 

to I 

1 


1 
1 
1 


Fonatt 
Mean 


0.0 


0.0 


0.0 


0.0 


0.0 


0.0 I 


1 


Std. Err. 
N 


0.0 
10 


0.0 
8 


0.0 
10 


0.0 
10 


0.0 
A 


0.0 | 
9 1 


1 
1 


Cosfcined 
Man 


0.0 


0.0- 


0.0- 


0.0-- 


co- 


o.o- 1 




Std. Crr. 


0.0 


0.0 
IS 


0.0 
20 


o.o 

20 


co 
It 


0.0 | 
19 I 


1 
1 


Total Hyaloid CX) 



Rate 
Rean 


62.4 


62.9* 


67.23# 


67.03* 


63.63* 


64.93d 


1 


1 


Std. Err. 
« 


0.3 
10 


0.2 
10 


0.2 
10 


0.3 
10 


0.3 
10 


0.2 
10 


1 " 

1 

1 


I 
1 
1 


fenale 


60.0 


62.83 


67.40* 


66.334 


63.13- 


63.33- 


1 


1 


Std. Crr. 
M 


0.4 
10 


0.3 
8 


0.3 
10 


0.2 
10 


0.3 
8 


0.3 
9 


1 
1 


1 
1 


Cosfelned 
Mean 

Std. Err. 
■ 


61.6 
0.3 
20 


62.9 
0.2 
18 


67.3 
0.2 
20 


66.7 
0.2 
20 


63.3 
0.2 
18 


64.1 
0.2 
19 


1 1 

1 

1 


1 
1 



3 Indicates Difference Fro. Croup 1 I 0 «g/kg AZT, O.OX Procyitalna 
t indicates Difference Fro» Group 2 : 0 eg/kg AZT, 1.0X Rrocyetelne 

* Indicate* Mot Significant OA. OIF or Companion to Croup 1 or 2 
0 Indicates Decreasing Oft 

! Indicates Increasing OA 

• indicates Significant OIF at Mpha«0.01 

For Cabined S.xea, ilank* for 01 and Dl F or for Co-pan wo to Croup 1 or 2 Indicate 
Saxes Differ Therefore Testa Are Mrfonaad by Sex 

For Each Sex, Slenks for OR and OIF or for Cooparleon to Croup 1 or 2 Indicate 
Saxea Did Rot Oiffer Therefore Tests Are Ptrtoreied across Sex 
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Table Sat ton* K»rre^Y»loid Saries / *w * 10 ** 6 
Listing of Meena and Standard Errcn; Coaparison of man* to Croup 1 and 2 Haana 
10 Descriptions and Comparisons of Dosaga Btsponsa Effects 

Dl Indicate. Oos.ge tesponae, I.e.. Taat of Slope; OIF indieataa olffaranca terpen (Mong) Ot Effeete 













Myeloblast (/ Faew s 


10**6) 

I 


1 




A2T 


0 ap/kg 


o ap/kg 


50 ap/kg 


S00 sp/kg 


SO ap/kfl 


I 

S00 ap/kg | 


1 

AZT 0t at | Proeyatelne Dt at 


15 


procystelne 


o.ox 


1.0X 


O.OX 


0.0% 


i.os 


f.OX | 
I 


X treeyet. j ap/kg AZT 
0.0 1.0 OIF) 0 SO 500 OIF 




Mala 


















tesn 


0.35 


0.62 


0.44 


0.37 


0.4S 


0.36 | 


1 




Std. Err. 


0.02 


0.O2 


0.02 


0.02 


0.03 


0.01 1 


I 




N 


10 


10 


10 


10 


10 


10 I 


1 
| 


£u 














1 




Fexele 












0.28 | 






Naan 


0.27 


0.38 


0.3S 


0.32 


0.27 


1 




Std. 6rr. 


0.02 


0.02 


0.03 


0.01 


0.01 


0.02 | 


! 




a 


10 


8 


10 


10 • 


6 


9 I 


I 


25 


CoePined 
















Man 


0.31 


0.408 


0.408* 


0.34- 


0.37-. 


0.32-f ( 


. o • J i • • • 




Std. Err. 


0.02 


0.02 


0.02 


0.01 


0.03 


0.02 j 


1 




N 


20 


18 


20 


20 


18 




1 












Promyelocyte (/ Feeur 


x 10^6) 




30 


















Halt 


















Mean 


1.10 


1.08 


1.33 


1.34 


1.21 


0.99 I 


1 




Std. Srr. 


0.06 


0.03 


0.06 


0.06 


o.os 


0.04 | 


1 




N 


10 


10 


10 


10 


10 


1 


1 
1 




few La 
















35 


Naan 


1.02 


0.99 


1.20 


1.10 


0.93 


0.82 | 


1 




Std. Err. 


0.04 


0.06 


0.06 


0.03 


0.08 


0.05 | 


1 




M 


10 


8 


10 


10 


8 


* I 


1 



epgn 1.06 1.04- 1.368# 1.223f 1.08- 0.918- | I - • I 

^ Std. Err. 0.04 0.03 0.06 0.05 0.06 0.04 | j 



a 20 



18 20 20 18 19 | 



8 Indieataa Olfforanca Froai Orwp 1 i 0 sp/kg AZT, O.OS Proeysteine 
t indieataa Difference Froai Group 2 : 0 ap/kg LOS Frocystaina 
. Indieataa tot Significant Ot, OIF or Coaparison to Croup 1 ar 2 
0 Indieataa Decreeaing ot 
45 I Indieataa Ineraasing Ot 

• Indieataa Significant OIF at Atphe»0.01 

For CoePined Sexes, Hanks for 01 and OIF or for Coaparison to Croup 1 or 2 Indieata 
Saxas Differ Therefore Tests Ara Performed by Sea 

Far tack Sea, Blanks for Ot and D1F or for Comparison to Croip 1 or 2 Indieata 
Saxas Oid Not Differ Therefore lasts Are Perferaed Aeross Sex 

50 
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10 



15 



Table Set Oone Herrtw-Kytloid Series / Feeur a 
Hating of Means and tt.nd.rd Error.; C«p.Hsco of Mam to Oroup 1 ond 2 *** 

Description, and Cc^ri^ of ^J^^^ ttMutm p„,. r .nce Mt~n t*-V 0. affect. 
Dt indicate. Oosage 0e«pome, I.e. Tost of Slope, dif w 



AZT 

Proeyitoin 



Myelocyte it Kmr a 10—6) 



I 



Oag/kg 

0.0% 



0 no/kg 

1.0% 



SO aaj/kg 

o.cx 



500 aaj/kg 50 eg/kg 

o.n i.ox 



500 aajAg | AZT 01 at | F>rocyeteine Off el 
I.OX J XProcyat. j og/kgArr 

| 0.0 1.0 W\ 0 50 500 OIF 



ltd. Err. 

N 



Std. Irr. 



45 



1.08 
0.08 
10 



1.01 
0.05 



1.23 
0.06 
10 



1.11 
0.07 
8 



1.91 
0.06 
10 



1.2* 
0.07 
10 



1.31 
0.07 
10 



1.12 
0.05 
10 



1.21 
0.06 
10 



0.09 
0.07 
8 



1.00 
0.05 
10 



0.88 
0.05 
9 



25 


Coebined 
Man 

5td. Err. 


1.04 
0.05 


1.18- 
0.05 


1.373P 
0.05 
20 


1.218- 
0.05 
20 


1.11" 
0.05 
10 


0.95-« | t 
0.04 | 
" 1 


o • | 

1 
1 


0 o • 












Total Proliferating (/ a 10~6) 






30 


ML* 
Keen 

Jtd. Irr. 
■ 


2.53 
O.H 
10 


2.73 
C. 10 
10 


3.a 

0.13 
10 


3.02 
0.14 
10 


2.87 
0.14 
10 


2,35 | 
0.09 | 
10 i 

I 


1 
1 

1 
I 




35 


Feral* 
Ntan 

Std. Err. 
■ 


2.30 
0.10 
10 


2.48 
0.13 

ia 


2.7B 
0.U 
10 


2.53 
0.11 
10 


2.16 
0.15 
8 


1.W | 

Q.io ! 
° 1 


1 
1 
I 




40 


Coebined 

ltd. Err. 

M 


2.41 
0.O9 
20 


2.62- 
0.08 
18 


3.13SV 
0.12 
20 


2.788- 
0.10 
20 


2.36-- 
0.13 
18 


2.18-P | I 
0.08 | 
19 | 


o • I 

1 
I 


0 0 * 



g Indicate. Difference fro- Cro* 1 : 0 -g/kg «T, 0.01 f rocyato no 
. Indicate. OHf.rmc. fro. Group 2 . 0 eaj/k. 4ZT. 1.0% Procy.t.ine 
. Indicate. Hot Significant 08. Otf or CcegavUon to Group 1 or Z 

0 Indicates Decreasing 08 

1 Indicate* Increaoing 01 

• lndicatoa Significant Olf at Atphe-0.01 indicate 
for Coebined Suh, 6 lank a for 01 and DIf or for Cc-pariaon to Group 1 or 2 Indicate 
teeae Oiffer Thortforo Te*» Are Perfonaed by Sea 

for Each Sea. Slenk. for OI and OIF or for Ceepenaon to Group 1 or 2 indicato 
Seaes Oid act 0«f for Thorotoro loots Are Pertcnned Acroai Sea 
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Teblo 5a: tone Hsrrow-Hyt loid Serioa / Feaur x 10—6 
Listing of Atom and Standard I rr era; Coops risen of Nam to Bra* 1 «** 2 
DaaeHpttom and Cojperleene of Oeeete ftesponee Effeete 

oT^cste. Dos*. .«P~" t-t of .lap.; OIF Indicate. Olfferenc. Set-n OA Effee 

- 

Rttaoytlocyts (/ Fesur a 10~6> 



AZT 

arocymttlnt 



Oao/kf 

0.0X 



0 ■oAa 

i.ox 



50 ma/kg 
o.ox 



500 ssj/ka 

O.OX 



so 

I.OX 



I I 

500 s*jAQ | A2T Ot «t | erccyet.ln. OR at 

1.0* | *»nxy»t. | ■0/aaAZT 

| 0.0 1.0 DIF| 0 50 500 DIP 



Milt 
Moan 












0.90 


1.04 


1.01 


1.02 


0.90 


1.23 


ttd. Err. 


0.07 


0.04 


O.OS 


O.OX 


0.06 


0.04 


M 


10 


10 


10 


10 


10 


10 


fmmie 












0.89 


Mtsn 


0.96 


1.01 


0.80 


0.80 


0.92 


Std. Err. 


O.M 


o.oa 


0.03 


0.03 


0.08 


0.05 


M 


10 


a 


10 


10 


8 


9 



25 



$td. Err. 
M 



1.00 
0.04 
20 



1.01- 
0.04 
18 



O.OS- 
O.OS 
20 



0.853* 
0.03 
20 



1.09- 
0.06 
16 



0.90* 
0.03 
19 



I </ F« 



10*»6> 



30 


Nolo 
ftton 


1.80 


2.01 


1.59 


1.47 


1.92 


1.55 




Std. Err. 


0.10 


0.06 


0.06 


0.06 


0.08 


O.OS 




a 


10 


10 


10 


10 


10 


10 




Mali 
Mean 


1.78 


1.84 


1.48 


1.20 


1.58 


1.41 


35 


ttd. Err. 


0.O8 


0.09 


0.08 


O.OS 


o.to 


0.07 




■ 


10 


8 


10 


10 


8 


9 




Cosfcinsd 
Man 


1.79 


1.93- 


1.533* 


1.J33# 


1.77- 


1.488 




Std. Err. 


0.O6 


0.06 


O.OS 


O.OS 


0.07 


0.04 


40 


■ 


20 


18 


20 


20 


18 


19 



45 



50 



55 



I I 

8 indicates Difference Pro* 0m*> 1 : 0 neAa AH, O.OX rrocyat • I nt 
a Indieataa Difference Free. Orma> 2 I 0 naAe AH, 1.08 FTOcyeteine 
- Indicate, not Slenlf leant Ot, Olf or Co**Hson to Crow 1 or 2 

0 Indieataa Oecreeelna 08 

1 Indieataa Increeslng 08 

• Indieataa Slenlflcent OIF at Alphe«0.01 

For Canned ***«.. Honks for 01 and OIF t for C-psrlson to Crm* 1 or 2 Indict. 
Sexes Differ Tbwforo Tosta are Perforeed by Sex 

For Each Ses, Blank* for 0« and Olf or for Co-peri son to trot* 1 * lndlcatt 
Sexes Old Not Olf for Therefore Teata Art Perf oread Across See 
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listing of Htms 
Descriptions and 
M Indicates 



Table 5a: Bon* KariwWyeloid JeH« / feeur x 10**6 
and Standard Errors; Caspar i eon of fteans to Grot* 1 and 2 Kama 
Comparisons of Oossgs lesponae Effscts 

Kosponee, I. a., Test of Slops; OIF Indlcstss Olffsroncs seme 



(Aesng) 01 effscts 



neutrophil {/ ftmsr a 10~6> 



AZT 



0 egAg 

o.cx 



0 eg/kg 

1.0X 



SO eg/kg 
O.OX 



SOO sg/kg 
O.OX 



SO mg/kg 
1.CX 



SOO sg/kg | 

1.CX | 



I 

A2T 01 at | Procysteine 01 at 
X Procyet. j eg/kg AZT 
0.0 1.0 DIF| 0 SO 900 OIF 



Male 
Mean 

Std. Err. 



1.59 
0.10 
10 



1.70 
0.06 
10 



1.43 
0.05 
10 



1.36 
0.O6 
10 



1.63 
0.08 
10 



1.35 
0.05 
10 



20 Fenelt 



Std. Err. 
N 



1.51 
0.07 
10 



1.63 
0.10 
6 



1.24 
0.05 
10 



1.09 
0.05 
10 



1.40 
0.09 
8 



1.12 
0.06 
9 



25 



Std. Err. 
N 



1.53 
0.06 
20 



1.67- 
0.06 
18 



i.34a# 

0.04 
20 



1.220f 
0.05 
20 



1.53- 
0.06 
18 



1.248* 
0.05 
19 



Eosinophil (/ Fenur x 10—6) 



30 



Hilt 



Std. Err. 
N 



0.43 
0.03 
10 



0.57 
0.04 
10 



0.33 
0.02 
10 



0.31 
0.03 
10 



0.37 
0.02 
10 



0.35 
0.02 
10 



Std. Err. 
N 



0.39 
0.03 
10 



0.51 
0.04 
8 



0.29 
0.02 
10 



0.19 
0.01 
10 



0.44 
0.04 
6 



0.28 
0.02 
9 



40 



Std. Err. 
n 



0.41 
0.02 
20 



0.558 
0.03 
18 



0.318* 

0.01 
20 



0.258* 
0.02 
. 20 



0.40-* 
0.02 
18 



0.328* 
0.02 
19 



I 



I 
I 



45 



50 



55 



8 Indicates Oif farence From Croup 1 : O sg/kg AZT , O.OX Procysteine 

* Indicates Difference Frea Croup 2 t 0 eg/kg AZT, 1.0X Precysteins 

* Indicates Not Significant Oft, DlF or Caspar 1 son to Croup 1 or 2 

0 Indicates Oecreaaing Oft 

1 Indicates Increasing 0ft 

* Indicates Significant OIF at Atpha-0.01 

For Cosfetned Sexes, Blanks for 01 and OIF or for Caspar t son to Croup 1 or 2 Indicate 
Sexes Differ Therefore Testa Are Performed by Sex 

For Eoch Sex, Blanks for Oft end DtF or for Coepsrisen to Grove 1 or 2 Indicate 
Sexes Did Mot Differ Therefore Tests Are Performed Across Sex 
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T.bU 5a: tone JUrro*-*y.loid Seriee / foam*- * ™~6 
listing of ^ and Standard Error,; Coaparieon of Means to t^^2 
^irti-, mvI CoMritm of Dosage Oesponee Ef facta 

£.Xp~. ..... «-« •» «- " w ~- 



) bl Ef facta 



AZT 

Precyotelna 



0 ma/kg 

o.ox 



0 aaj/kg 
1.01 



II (/ Faaur 1 10**6> 

I I 

MooAfl S00.p/k9 50 s«Ag 500 aajAg| ttTOEot | arocysutna M at 

0 0X 1.« 1.0X I xrrocymt. | -O/kg «T 

| p.0 1-0 0lf| 0 50 500 0!f 





Molt 
Mom 

ltd. Err, 

M 


0.000 
0.000 
10 


0.002 
0.002 
10 


0.002 
0.002 
10 


0.000 
0.000 
10 


0.005 
0.00* 
10 


0.O0Q I 
0.000 | 
10 I 

1 


1 
1 
I 
1 


20 


fMlt 

Mean 

ttd. Err. 
M 


0.004 
0.003 
10 


0.000 
0.000 
8 


0.002 
0.002 
10 


0.003 
0.002 
10 


0.003 
0.003 

a 


0.002 | 
0.002 | 
9 I 


1 
1 
1 


25 


Coatoined 
Moan 

5td. Err. 
N 


0.002 
0.002 
20 


0.001- 
0.001 
16 


0.002-- 
0.001 
20 


0.002" 
0.001 
20 


0.002 0.001 | 

u 19 I 


1 
1 












Total Myeloid (/ 


fwmjr x 10— 6 > 




30 


Matt 

ltd. Err. 
1 


7.39 
0.40 
10 


8.03 
0.27 
10 


7.85 
0.29 
10 


7.05 
0.30 
10 


8.02 
0.35 
10 


6.50 | 
0.23 | 
10 I 
1 


1 
1 
1 
1 


35 


Fataala 
Mean 

ltd. Err. 

M 


6.93 
0.31 
10 


7.47 
0.41 
8 


6.66 
0.30 
10 


5.82 
0.23 
10 


6.53 
0.42 
0 


5.69 | 
0.27 | 
9 I 


1 
1 
1 



Coatoined 



ttd. Err. 
I 



7.16 
0.25 
20 



7.78- 
0.24 
18 



7.27- 
0.24 
20 



6.43-6 
0.23 

20 



7.35- 
0.32 
18 



6.12a 

0.20 
1? 



I 



I 



45 



8 indicate, Difference fro. Croup 1 : 0 sg/kg «T. O.OX Pracyst. no 
i indicate Difforenco f ro» Croup 2 i 0 ag/kg 4IT. 1.0X arecyat.in. 
- Indicate* Hot Significant 00. 01* or Co-p.rt.on to Croup 1 or 2 

0 indicates Dacressing 08 

1 Indicates Increasing 08 

• indicate. Significant OIF at Mpha«0.01 

for Mined Se.ea, 8 lank, f or 08 and ©If or for Comparison to Croup 1 or 2 Indleate 
Somas Off for Therefore Teats Ara aertomed by Sax tmMMm 
for Each Sex, Hanks for 00 and 01' or for Co-pariaon to Croup 1 or 2 Indicate 
taxes Old Hot Differ Therefore Tests Are aerforoed Xcrcae Sea 
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TabW 6: 8ona lUrroa-trythroid Series X 
tUting Qf Means end Standard Irrort; Ccaporiion of ***** to Croup 1 and 2 Nuns 
D.Mxtptiorm and Coaperlaena pf Bonn tesponsa ff«aetl 

Dl Indicate* Oossga Ksppm*. fast of Slope; OIF Indicate* Olffererca Between CAaong) W 













ftuariblast (1> 


I 


1 




AZT 


0 ag/kg 


0 ag/kg 


SO ag/kg 


500 as/kg 


SO ag/ko 


SOOag/kg | 


AZT Ofi it | Frocystafnt 01 it 


f5 


Frocysttint 


q.cx 


1.0X 


0.0* 


0.03 


1.0X 


1.0X | 
I 


X Procyat. j ag/kg AZT 
0.0 1.0 0IF| 0 SO 500 OIF 




Kale 




















1.1 


1.1 


0,7 


0.7 


1.1 


i.o I 


1 




ltd. Err. 


0.1 


0.1 


0.1 


0.1 


0.1 


0.1 | 


1 




N 


10 


10 


10 


10 


10 


10 1 


1 

1 


20 














1 






Fault 


















Mean 


1.1 


1.0 


0.5 


0.6 


1.1 


1.1 1 


1 




ted. Err. 


0.1 


0.1 


0.0 


0.0 


0.1 


o.i 1 


1 




■ 


10 


e 


10 


10 


8 


9 1 


1 




Cabined 
















25 


UNA 


1.1 


1.0- 


0.63* 


0.739 


1.1- 


1.0- | 


o - • | - 1 1 * 




ltd. Err. 


0.0 


0.0 


0.0 


0.0 


0.0 


0.0 | 


1 




I 


20 


IB 


20 


20 


1ft 


19 | 


1 



rrerubricyte U> 



30 


Matt 
mm 


0.7 


8.0- 


9.93* 


9.4-* 


9.3«# 


9.0-* | 




ttd. Err. 


0.3 


0.2 


0.2 


0.2 


0.2 


0-2 | 




■ 


10 


10 


10 


10 


10 


10 I 

1 




Feaale 
















Mean 


a.T 


8.1- 


8.8- 


10.73* 


8.1- 


8.8» | 


35 


ltd. Err. 


0.3 


0.3 


0.2 


0.3 


0.2 


o.< 1 




M 


10 


8 


10 


10 


8 


9 | 




Coabined 
Nun 


8.7 


8.0 


9.3 


10.0 


8.7 


8.9 | 




ltd. Err. 


0.2 


0.2 


0.2 


0.2 


0.2 


0.2 | 


40 


M 


20 


18 


20 


20 


18 


19 | 



8 trdfeate* 01 ff erene* Froa Croup 1 : 0 ag/kg AZT, O.OX Procysteine 
* Indicate* Difference Free Croup 2 ! 0 ag/kg AZT, 1.0X Precyateina 
- Indicate* Not Significant 01, OIF or Co-par ism to Croup 1 er 2 

0 Indicate* Oecreasfng 08 

1 Indicate* Increasing M 

45 • Indicate* Significant OIF at Alpha*0.01 . 

For coabined Sax**, Hanks for 08 and OIF or for Comparison to Croup 1 or 2 Indicata 
taxes Differ Therefore fasts are Parforaad by Sai 

For Each So*, Blanks for 08 and OIF or for Comparison to Croup 1 or 2 Indiesta 
Seats Oid Mat 0« f far Thtrtfert Tests Are Ptrf oread Acrcst 8a* 
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listing of 
Descriptions 
OS Indicate* 



Tabic ©: ions Harrow-Erythr 0 id Series X 
end Standard Irws; Coapsrison of Means Co Croup 1 and 2 Mssm 
Coaparisora el Oessft lespenoo f fleets 

I.e., Test of Slops; OIF Indicates Oiffsrence Oetaecn (Am) 01 Effects 



Subricyte CX> 



A2T 

Procysteine 



Omg/kt 

O.tt 



0 ssj/kg 

1.0% 



SO og/ka 
COS 



500 ag/kg 

0.0* 



SO as/kg 

1.01 



15 



I 

300 ag/kg | 
1.0X j 

I 



Male 



ltd. err. 

N 



22.0 
0.3 
10 



22.7- 
0.2 
10 



19.93) 
0.1 
10 



20.281 
0.3 
10 



23.60- 
0.2 
10 



22.0-- 
0.2 
10 



I 

AZT OS at | srocysttine OS at 
S sroeysc. j ag/kg A2T 
0.0 1.0 Dt'l 0 50 500 OIF 



20 



25 



resale 

Mean 

Std. Err. 
M 

C cabined 
Keen 

Std. Err. 
M 



23.4 
0.2 
10 



22.23 
0.4 
8 



22.7 
0.3 
20 



22.S 
0.2 
18 



19.9* 
0.2 
10 



20.09 
10 



22.20- 
0.3 
6 



21.40- 
0.3 
9 



19.9 
0.1 
20 



20.1 
0.2 
20 



23.0 
0.2 
18 



22.3 
0.2 
19 



fotel Srol if •rating (X) 



30 



35 



40 



45 



Male 



Std. Err. 
a 



Female 



Std. Err. 
N 



Coabined 



Std. Err. 
H 



31.8 
0.3 
10 



33.3 
0.S 
10 



31.7- 
0.4 
10 



31.30 
0.3 
8 



30.SSJ 
0.1 
10 



29.2* 

0.2 
10 



30.33* 
0.3 
10 



31.30- 
0.2 
10 



34.09 
0.4 
10 



31.30- 
0.2 
8 



32.8-0 | 

0.2 I 
10 | 



I 



31.50- 
0.2 
9 



32.8 
0.3 
20 



31.5 
0.2 
18 



29.9 
0.2 
20 



30.8 
0.2 
20 



32.8 
0.4 
16 



32.2 
0.2 
19 



I 



I 



8 Indicates 01 ff erenee Froa Croup 1 s O eg/kg A2T, 0.0* V>rocystsine 
S indicates Olffsrencs Froa Croup 2 : 0 ag/kg AZT, I. OS Frocysteine 

• indicates dot Significant 0« # OIF or Cosparisen to Croup 1 or 2 

0 Indicates Decreasing. 08 

1 Indicates Increasing OS 

* Indicates Significant OIF at Alphe«0.01 

For Coabined Sexes, Slenfct for OS and OIF or for Cospe risen to Croup 1 or 2 Indicate 
Sexes Differ Therefore Tests Are Mrforaed by Sex 

For Each Sex, Blenke for 0B and OIF or for Comparison to Croup 1 or 2 Indicate 
Sexes Old aot Differ Therefore Tests Are Performed Across Sex 
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10 



labia 6: ftona Marrwtrythrold Saries X 
listing of Noam and Standard Error.; Copariaon of noons to Croup 1 «*J 2 "earn 
©ascriptions end Comparisons of Dosage Response Effects 













KotanaVlcyto (X) 


I 


1 


15 


AZT 

Frocysttlne 


o.ox 


0 ■oAg 

1.0X 


50 ag/kg 

O.OX 


500 BQ/tfl 50 ag/kg 

0.02 1.01 


400 an/kg I 

1.0X I 

I 


AZT 01 it | Frocystatne Ot at 
X Procytt. J «Q/kg AZT 
0.0 1.0 0!F| 0 30 300 DIF 




Halt 
Nasn 


a. 9 


4.0" 


1.030 


1.300 


1.080 


1.030 | 






Std. Err. 

N 


0.2 

id 


0.2 
10 


0.1 
10 


0.1 
10 


0.1 
10 


0.1 1 
10 1 

1 


I 
I 
I 


20 


F«S»le 

Hean 


4.3 


4.2- 


i.CmM 


1.234 


4.0-- 


3.8- | 


0 • • I - 1 * * 




ltd- Err. 

M 


0.3 
10 


0.2 
8 


0.2 
10 


0.1 
10 


0.2 
8 


0.2 | 
9 I 


1 
1 


25 


Cabined 
Man 


4.4 


4.1 


1.6 


1.3 


2.3 


2.4 | 


t 
1 




»td. Err. 


0.2 
20 


0.1 
18 


0.2 
20 


0.1 
20 


0.4 
18 


0.3 | 
19 | 


1 
1 












Total irythrofd CX> 






30 


Nolo 

Man 


36.3 


35.7- 


31.53* 


31.83* 


35.03- 


33.930 ) 


1 




$td. Err. 
a 


0.3 
10 


0.3 
10 


0.1 
10 


0.3 
10 


0.3 
10 


0.2 | 

10 I 

1 


1 
1 
1 


35 


ill 


37.6 


33.49 


31.48# 


32.480 


35.28- 


35.48- | 


1 


ltd. Err. 

H 


0.3 
10 


0.1 
8 


0.3 
10 


0.2 
10 


0.2 
8 


0.2 I 
• I 


1 
1 




Cosfelnod 
Moan 


37.0 


33.6 


31.5 


32.1 


35.1 


34.6 | 


D - • | 0 1 I * 


40 


Std. Err. 

M 


0.3 
20 


0.2 
18 


0.2 
20 


0.2 
20 


0.2 
18 


0.2 | 
19 | 


1 

1 



45 



9 Indicates DWerenca Fro* Croup 1 s 0 tg/kg AZT, O.OX FrocYstalne 

$ indicate* Olffsronco Fro» Croup 2 : 0 ssj/kg AZT, 1.CX Procysteine 

- indtcatoa not Significant OR, OIF or Coavarlson to grot* 1 or 2 

D Indicates Decreasing 08 

I indicates Increasing Oft 

• Indicates Significant OIF at Alphe«0.01 

For Cosetnod Saxes, Blanks for 01 and OIF or for Comparison to Group 1 or 2 Indicate 
S« X es Oi f far Therafora Tests Are Perforeed by Sex 

for Each Sax. llonks for 0t and OIF or for Coeperlson to Croup 1 or 2 Indicate 
Sexos Old Hot Oiffor Therefora Tasts Are Perfoneed Across Sei 
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10 



15 



Table 6a: Bene lUrrou-Erythrold Sarita / Feeur * 10-6 
lilting of Man* and Standard trrora; Corparieon ef Ham to Croup 1 and 2 beans 
Descriptions and Coaperieone of Oesafe tesponse ffftcta 
Ot Indicate Dew lesponse, I. a., Teat af Slap*; OIF Indicate Otff< 



tarvaan (AnonQ) Dl If facte 



AZT 

Procyetefna 



0 agTkg 

o.ax 



0 ag/kg 

1.0X 



90 B9/ke 

o.ax 



tubrlblast U 'aaur a 10**6> 

I I 

$00 aejAg 50 ee/kg 500 e*ykg | AZT Ot at | Proeyataina OR at 

0.0X 1.« 1.0X | Xfrocyat. | ■0/kg AZT 

| 0.0 1.0 0IP| 0 50 500 OIF 



Mala 



ltd. Irr. 
It 



0.15 
0.01 
10 



0.14 
0.01 



0.08 
0.01 
10 



0.08 
0.01 
10 



o.u 

0.01 
10 



0.10 
0.01 
10 



20 



Std. Irr. 
H 



0.13 
0.01 
10 



0.12 
0.01 
8 



o.os 

0.00 
10 



o.os 

0.00 
10 



0.11 
0.01 
6 



0.10 
0.01 
9 



25 



ltd. Irr. 
■ 



0.13 
0.01 
20 



0.13- 
0.01 
16 



0.073* 
0.01 
20 



0.06a 

0.01 
20 



0.12- 
0.01 
IB 



O.U 
0.00 
19 



10B* | 0 



Prorubrlcyt* <> * ,0 **°> 



30 



Mala 



Std. Irr. 
H 



1.03 
0.06 
10 



1.01- 
0.03 
10 



1.16" 
0.04 
10 



0.99- 
0.05 
10 



1.17-- 
0.0? 
10 



0.91- 
0.04 
10 



resale 



Std. Irr. 

u 



0.99 
0.05 
10 



0.96- 
0.07 
8 



0.87- - 
0.05 
10 



0.94- 
0.O4 
10 



0.84- 
0.06 
6 



0.80— 
0.06 
9 



Std. Irr. 
M 



45 



1.01 



0.99 
0.04 
18 



1.01 
O.OS 
20 



0.96 
0.03 
20 



1.02 
0.06 
IB 



0.66 
0.04 
19 



I 



■ Indicate* Difference Fran Croup 1 i 0 ag/kg AZT , 0.01 Proeyataina 
i Indicate* Otfferone* frcai Croup 2 : 0 ag/kg AZT, 1.01 Proeyataina 
- indicates Hot Slgnif learn 01, Olf or CoopeHeon to Croup 1 or 2 

0 Indicates Decreasing Ot 

1 indicates increasing Oft 

• Indicataa Significant DIP at Alpha-0.01 

for Caabinad Sexes. Hanks for 01 and Olf or for Comparison to Croup 1 or 2 Indicate 
texts Olffer Therefore Testa Are Performed by Sea 

for Each Sea, Blanks for Ot and 01 f or for Coopsrieon to Croup 1 or 2 Indicate 
Sexee Old Mot Olffer Tharefore Teata Are Parfonaad Acreat Sex 
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listing of aaana 
Descriptions end 
01 Indicates 



Table 6*: loot Harrow-lfythrold Series / fanr * 10-6 
and Standard Crrori; ConparUon of ftoana to Croup 1 end 2 I 
{sons of Dow Rsspoms Effects 

# I.e.. lest of Uopt; OIF Indicate. Olffarenca Eetneen (Aeang) OK Effects 



AZT 

Precysteine 



0 ag/kg 

0.« 



Oat/kg 

1.<tt 



50 aa/k 8 

0.0X 



•ufcrtcyto (/ faaur a 

500 os/to SO ag/kg 

0.0* 1.CX 



10*«6> 

I. I 

500 ag/kg | AZT Oft at | Rrocystaine 0ft at 

1.0X | Ifrocyst. j ag/kg AZT 

| 0.0 1.0 0!F| 0 SO 500 OIF 



20 


Rait 
Moan 

Std. frr. 

N 


2.61 
0.15 
10 


2.90 
0.11 
10 


2.33 
0.09 
10 


2.12 
0.OB 
10 


2.98 
0.13 
10 


2.28 
0.07 
10 


! i 




Feaale 
Moon 

ttd. Err. 
M 


2.67 
0.13 
10 


2.63 
0.12 
6 


1.98 
0.09 
10 


1.75 
0.00 
10 


2.29 
0.14 
8 


1.94 
0.09 
9 


• i 


25 


Coabimd 

Std. Err. 


2.64 
0.09 
20 


2.78- 
0.09 
16 


2.158* 
0.08 
20 


1.948* 
0.07 
20 


2.67- 
0.13 
18 


2.128* 
0.07 
19 


| 0 o • | • i - * 

1 1 
1 1 












Total Pi 


poltforatino U Feaur a 


10~6> 


30 


Hate 
aeon 

Std. Err. 
N 


3.77 
0.21 
10 


4.04 
0.H 
10 


3.37 
O.U 
10 


5.18 
0.12 
10 


4.29 
0.20 
10 


5.29 
0.11 
10 


1 1 
| 1 

1 1 
1 1 


35 


Foralt 
Moan 

Std. Err. 
M 


3.79 

o.ta 

10 


3.71 
0.18 
8 


2.90 
0.14 
10 


2.7* 
0.11 
10 


3.24 
0.21 
8 


2.84 
0.15 
9 


1 1 
1 1 
1 1 



40 



45 



y 50 



Coatilnad 



Std. Err. 
N 



3.78 
0.13 
20 



3.89- 
0.11 
18 



3.248* 
0.12 
20 



2.968* 
0.10 
20 



3.82- 
0.19 
16 



3.088* 
0.11 
19 



I 



8 indicates Olffartnea Fros Group 1 : 0 asj/kg AZT. 0.01 r rocyt telna 

• Indicates 0 If ♦arenee Free Croup 2 : 0 ag/kg AIT, 1.CX rrocyataina 

• indicates Hot Significant OR. OIF or Coapariaon to G/oup 1 or 2 
0 Indicates Decreasing Oft 

t Indicates Increasing o« 

• indicates Significant OIF at Alpha-O.01 

For Coofcined Saxes. Blanks for 01 and OIF or for coapariaon to Group 1 or 2 Indicota 
Sexes Olf far Therefore Teats Are Sorforaed by Sex 

For Each Sea. Slanks for OR and OIF or for Comparison to Ore** 1 or 2 Indfcste 
Scxaa Old Not Olffar Therafori Tests Art Performed Across Sex 
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5 



10 



15 



Listing of 
Oescrtptiona 
Dt Indicates 



T.bl« 6a: iont hanwErythroid Series / Feavr i 10—6 
and Standard Errors; Coapsrison of Ream to Group 1 and 2 
and taaperisons af Oosase Response Ef facts 

I .«., last of Hops; DtF Indicataa 01 ff 



) Dl Effects 



Mtarubrleyte (/ Feaur a 10—6) 



I 



25 



AZT 

erocystetne 


0 esj/fcg 

o.ox 


0 mg/kg 

1.0X 


SO ao/to 
O.OX 


500 ssj/kg 

O.OX 


50 BO/ko 

1.01 


500 asj/tB | 

1.0X | 
1 


AZT 08 at 

X srocyst. 
0.0 1.0 


| Precyttsine OR at 
| agAfl AZT 

0I'| 0 50 500 OIF 


Hale 
Man 

ttd. Irr. 

M 


0.33 
0.03 
10 


0.5V 
0.03 
10 


0.128* 
0.01 
10 


0.158* 

0.01 
10 


0.128* 

0.01 
10 


o.iosf ! 

0.01 I 
10 I 

I 


O D 


I 
\ 
I 


Femle 
Mean 

SCO. Err. 
M 


0.49 
0.05 
10 


0.50- 
0.05 
8 


0.228* 

0.02 
10 


o.ioaa 

0.01 
10 


0.41-- 
0.04 

8 


0.348* I 
0.02 | 
9 I 


0 D 


• | - I I 

I 

I 


Coifctned 
nun 

Std. Err. 


0.S1 
0.03 
20 


0.50 
0.03 
18 


0.17 
0.01 
20 


0.13 
0.01 
20 


0.25 
0.04 
IB 


0.22 | 
0.03 - | 
10 1 




I 
I 
I 



Total Erythroid it #«aur a 10—6) 



30 4.30 4.35 3.69 3.34 4.41 3.39 j I 

Std.lrr. 0.Z3 0.15 0.15 0.12 0.20 0.11 

10 10 10 10 10 10 j I 



■ 

FeaeUe 



mm 4.29 4.21 3.12 2.04 3.65 3.10 i 

35 ttd. Err. 0.20 0.22 0.13 0.12 0.25 0.17 j I 

„ 10 8 10 10 « 



9 I I 



Coafcintd ^ ^ 4>i0 - 3.4W* 3.093* 6.07- 3.298* | 0 0 - | 



Std. Err. 0.15 0.13 0.12 0.10 

40 h 20 18 20 20 



0.16 0.10 | 1 

IB 19 [ I 



8 Indicates Oftfaranea From Croup 1 : 0 aaj/kg AZT, O.OX Frocystei na 

• Indicataa Olfferenee from Group 2 : 0 esj/kg AZT, 1.« rrocystaina 
- Indicataa «ot Significant OR, OIF or Ccapariion to Croup 1 or 2 

0 Indicataa Decreasing 08 
45 1 Indicataa Increasing 08 

• Indicataa Significant OIF at Alpha^.01 

For Ceefcined Saxes, S Lanka for 01 and OIF or far Coapsrison to Croup 1 or 2 Indlcato 
taaaa 0 If far Therefore Tasta Ara Performed by Sea 

For Each Sax, Blanks for 08 and OIF or for Coapariaon to Croup 1 or 2 Indicata 
Saaas Did Not Oiffar Therefore Taits Are Perfonaad Across Sea 
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15 



20 



25 



30 



Tebte 7: Bom PUrrw-Myakaryocytic Series X 
Listing of Nim and Standard error*; Co«parioon of Keana to fir** 1 end 2 Means 
Descriptions and Cooper! sons of Ocsege ttspan** Effects 

DK indicates Oosage tesponse. I.t.. Tot of Stop*; Olf Indicates Difference Setueen (Assmg) 0t Effects 



ftogaJtaryoblast <X) 



AIT 


0 ag/kg 


0 ag/kg 


50 ag/kg 


500 ag/kg 


50 ag/kg 


500 as/kg | 


Procysteln* 


o.ox 


i.n 


0.QX 


o.ox 


1.0X 


1.0X | 

1 


Halo 












0.0 | 


Moan 


0.0 


0.0 


0.0 


0.0 


0.0 


Std. Err. 


0.0 . 


0.0 


0.0 


0.0 


0.0 


0.0 | 


N 


10 


10 


10 


10 


10 


10 | 

1 


Fnli 












0.0 | 


Men 


0.0 


0.0 


0.0 


0.0 


0.0 


ltd. err. 


0.0 


0.0 


0.0 


0.0 


0.0 


0.0 | 


M 


10 


8 


10 


10 


8 


V 1 


Ceabined 


0.0 


0.0- 


0.0— 


0.0— 


0.0-- 


0.0- | 


ftd. Crr. 


0.0 


0.0 


0.0 


0.0 


0.0 


o.o 1 


■ 


20 


18 


20 


20 


18 


19 | 



I 

AZT Ot at I rrocysteine 0« at 
X Precyst. j ag/kg A2T 
0.0 1.0 OIF) 0 50 500 OIF 



Proaegokeryocyte <X) 



Man 


0.0 


0.0 


0.0 


o.o 


0.0 


0.0 


Std. Irr. 


0.0 


0.0 


0.0 


0.0 


0.0 


0.0 


■ 


10 


10 


10 


10 


10 


10 


roaatc 












0.0 


Man 


0.0 


0.0 


0.0 


0.0 


0.0 


Std. Err. 


0.0 


o.o 


0.0 


0.0 


0.0 


0.0 


U 


10 


8 


10 


10 


8 


9 


Cootoined 












0.0- 


Men 


0.0 


0.0- 


0.0- 


0.0- 


0.0- 


ttd. Err. 


0.0 


0.0 


0.0 


0.0 


0.0 


0.0 


N 


20 


18 


20 


20 


18 


19 



I I 

I I 

I I 

I I 

fjc man v.u - ■ J j 

std. Krr. 0.0 0.0 0.0 0.0 0.0 0.0 [ I 

I I 

| . . ., 

I I 
I I 

9 indicate* Difference Frea Croup 1 : 0 ag/kg AZT, O.OX frocysteine 

* indicates Difference Fro. Group 2 : 0 sej/kg A2T. 1.0X orocysttlne 
. indicates Not Significant TO, OIF or Danperlson to Croup 1 or 2 

D Indicates Decreasing M 
45 i tndiestM Increasing 08 

• indicates Significant OIF at Alphe«0.01 

For Coablned Sews, Hanks for 0k and OIF or for Comparison to Croup 1 or 2 Indteata 
Sexes Differ Therefore Tests Are Performed by Sea 

for Each St*. Blanks for DK and 01F er for Coapariaon to Croup 1 or 2 Indicate 
Sexes Did Hot Differ Therefore Testa Are Perfonaad Across Sea 
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Tibia 7: ton* •terrw-Htgakaryocytic stf its 1 
titting of Mean* and Standard Error*; Coaparleon of **tna w Cro* 1 and 2 

O^rlptlen. - Coeeoriaon* of '"™ M%€mm 0 »ff.reK. let*e*n (Anong) Ot Effect. 
M Indicate* Do*egt leaponse. I.e.. Tt»t of Slop*. °" '™ _ 

„.„•••••••»••••—•••••••••••••••"* 

»«g*k«ryocyt* (X) . ^ 

Froryateim 0.0* !.« O.tt O.W 1.« l-« I ^ ^ ^ Q ^ J00 



Malt 



ltd. Err. 



Faaalo 



ltd. Err. 

N 



0.0 


0.1 


0.0 


0.0 


0.1 


0.0 


0.0 


0.0 


0.0 


o.o 


to 


10 


10 


10 


10 


0.1 


0.1 


0.1 


0.1 


0.1 


0.0 


0.0 


0.0 


0.0 


0.0 


10 


8 


10 


10 


s 



0.0 
0.0 
10 



0.1 
0.0 
0 



Coaoined 

ttd. Err. 
H 



0.1 


0.1* 


0.0- • 


0.1- 


1.1— 0.0— 


0.0 


0.0 


0.0 


0.0 


o.o o.o 






20 


20 





NooafcaryOBlaJC (/ 



* 10-6) 



ltd. Err. 

M 



0.000 0.000 
0.000 0.000 



10 



10 



0.000 0.1 



O.000 
10 



0.000 



o.ooo o.ooo 

10 10 



0.000 
0.000 
10 



Foaolt 



ltd. Err. 
U 



0.000 

o.ooo 

10 



0.000 
0.000 
8 



0.000 
0.000 
10 



10 



0.000 

o.ooo 

8 



0.000 
0.000 
9 



Coabined 
Moon 

ltd. Err. 
N 



0.000 
0.000 
20 



o.ooo- 

0.000 
18 



0.OO0- 
0.000 
20 



O.OOO- 
0.000 
20 



o.ooo- 

0.000 
18 



o.ooo- 

0.000 
19 



• 1 



! 



9 indicate* OlMerenct Pre Ortx* 1 : 0 «o/kg AIT. 0.01 Frocyateim 
f indieatoa OMftranet from Gnx* 2 : 0 m/*9 AH. 1.0* Frocytte.nt 
- Indicates Mot Slfnlfieant 08, OIF or Comparison to 6«M» 1 or 2 

0 Indieat** Oaeroaiim M 

1 Indicates Increasing 0« 

• Indictee Sl*nifieant OIF at AlphwO.01 MiMm 
for Cocbined Seaes. "or*, for 01 *nd 01F or for Cc*p*rl*o« to Ore* 1 or 2 Indict, 
texts Differ Therefore Teat* Are Ferfonaad by Sax 

for Etc* Sea, llanU for 01 and OIF or for CoopeHeon to 0ro*a> 1 tr 2 Indicate 
$«« M Did Mot Oifftr Therefero Ttata Art Performed Acrt*. lex 
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Table 7.: ft°~ IUrrc«-*legekeryocytic Uri- i faeur a 10-6 
LUtiog of *eam and Standard Error,; Ccee-riaon of Noam to Croup 1 or* 2 »■» 
t0 Descriptions Deeperlsons of Dosage Response effects 

0t Indicate. Dosage le^-me, I.... Wot of Hop.; Olf Indicate, Difference »et«en <A~Q> ** 



ProMtoikaryocytt </ feaur x 10— 6> ^ 

o r rra -^1-^ i^:r st 

f5 ■rocy.t.ine 0.« 1.« 0.0X 0.« l.« l.O* I ^ ^ ^ ^ ^ ^ ^ 

0.000 0.000 0.000 o.ooo 0.000 o.ooo I I 
std.Err. 0.000 o.ooo 0.000 0.000 0.000 0.000 

20 N 10 10 10 io 10 10 



mm o 000 0.000 0.000 o.ooo o.ooo o.ooo | 

Sttf. Err. 0.000 0.000 0.000 0.000 O.OOO O.OOO J 

„ 10 8 10 10 8 • I I 



Cooblntd ^ 0Q0 0>500 . o.OOO- 0.000- O.OOO- 0.000- | • * I 

ltd. Err. 0.000 0.000 0.000 0.000 0.000 0.000 | 

„ 20 10 20 20 10 w J ^ 

•^•ryocytt </ faawr x 10—6) 

30 

0.002 0.010 0.002 0.0* 0.007 0.002 | I 

Std. Err. 0.002 0.004 0.002 0.003 COW 0.002 J 

„ 10 10 10 10 10 10 | I 

35 oaifl 0.009 0.007 0.006 0.004 0.006 | I 



ftd. Err. 
K 



0.010 0.009 0.007 - 
0.004 0.005 0.003 0.003 0.003 0.003 ! j 

, 0 a io io a ° I 1 



Coabinod 
noon 
«td. Err. 
a 



mwi 0 006 0.010- 0.004- 0.009 - 0.006- - 0.004- | - - • I 

40 Std.Err. 0.002 0.003 0.002 0.002 0.002 0.002 | 

20 18 20 20 18 19 I 1 

0 indicate* Difference freo Croup 1 : 0 taa/kg All. 0.01 Preeyateine 

1 Indicates OMference fro* Croup 2 t 0 av/kfl A2T, 1.0X Procysteine 
- Indicates Hot Significant tt, Dlf or CotaaarUon to Croup 1 or 2 

0 Indicates Decreasing 01 

1 Indicates Increasing OR 

• Indicates Significant Olf at Alpha«O.01 

For Coeblned ilanki for OI and Olf or for Cceparison to Croup 

Seats Differ Therefor* teats Are Perfomed by Sox 

for Each Sex, llenka for PR and Olf or for Ccoporiaon to Croup 1 or 2 Indicate 
5q Sexes Oid Mot Differ Therefore Teati Are Performed acroaa Sea 



45 



1 or 2 Indicate 
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Tib l. 81 ton* tarrow-MUcoUonooui Citlt X 
LLtln. of Hoara ond Standard Error.; C-priwn of Noon, to Cro* 1 2 "«na 

lyophocytt (X) | j 

- , :r :r "«-"• sr* a-isx i-rr-" 

K«Wl» 0 '« '• 0X | 0.0 1.0 DIF| 0 $0 500 OH 

? U „ . IJ. 0.480 0.» 0.M* 0.W | | 

! ! 



std. irr. 

N 



Koan 



bin 



ltd. Err. 
It 



0.9 


1.0- 


0.4* 


0.28f 




O.HtM 


0.1 


0.1 


0.1 


0.1 


0.1 


0.1 


10 


10 


10 


10 


10 


10 


1.0 


1.2- 


o.sa* 


0.2SW 


1.1" 


0.8- 


0.2 


0.1 


0.1 


0.1 


0.2 


0.2 


10 


e 


10 


10 


6 


9 


1.0 


1.1 


0.4 


0.2 


0.7 


0.5 


0.1 


0.1 


0.1 


0.1 


0.1 


0.1 




18 


20 


20 


16 


19 



Std. Crr. 0-2 »•' J j 

B to 8 10 10 0 ▼ I > 



| o o • I 

! 



Mtt 



Std. Err. 
■ 



Std. Err. 
u 



Coototned 



Std. Err. 
I 



0.0 


0.0 


0.1 


0.1 


0.1 


0.2 


0.0 


0.0 


0.0 


0.0 


0.1 


0.0 


10 


10 


10 


10 


10 


10 


0.1 


0.1 


0.1 


o.i 


0.1 


0.1 


0.1 


0.1 


0.0 


0.0 


0.0 


0.0 


10 


8 


10 


10 


8 


9 


0.1 


0.0- 


0.1— 


0.1" 


0.1" 


0.1-- 


0.0 


0.0 


0.0 


0.0 


o.o 


0.0 


20 


18 


20 


20 


18 


19 



I I 

I I 

I I 

I I 

I I 

I I 

I I 



I - - - 1 

! ! 

0 Indlcatoa Dlffororco Fro. Croup 1 : 0 oo/kg A2T, 0.W Procyttolno 

1 Indlcotos Olfforonco Fro. Oroup 2 t 0 og/kg AXT, 1.0X Procyttoine 
. Indlcotos Hot Significant 08. OIF or Cooporioon to Otoud 1 or 2 

0 Indlcoto* Oocrooslng Ot 

1 Indlcotoo IncroMlng 08 

• Indicate* Significant OIF ot Alpho-0.01 tmMmm9m 
For Co*inod foso*. Blank, for 08 and OIF or for Cooporiaon to Croup 1 or 2 Indlcoto 
So*os OUfor Thtroforo Tostt Aro Porforood by So* 

For Koch So*. Blor*. for 08 ond 01F or for Ca-pariaon to Croup 1 or 2 Irdicoto 
Soxos Old Hot Olfftr Thortforo Toou Aro Porfornod Across So* 
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Table 6: lone Marrow-Mi seel leneoua Cells X 
. Listing of Meana end Starrfard Errors; Caspar (ton ef Htm to Group 1 and 2 Moons 
Descriptions end Cosperieons of Dosage teaporae Effects 

OS Indlcstts Dosage Icsponoo, l.o.. Tost of Slop*; DIP Indicate* Difference Between (Anong) 01 Iff ecu 



Plasm Coll CI) 

I I 

«T 0 ssj/kg 0 eg/kg SO ssj/kg 500 og/kg 50 eg /kg 500 og/kg | AIT DX st | Procystelne OB st 

Procysttine 0.OX 1.0X O.OX 0.OX 1.0X 1.0X | X Proeyst. | ejg/k B AIT 

| 0.0 1.0 Of r | 0 50 500 OIF 



0.4-B | | 

o.i I I 

10 I I 

I I 

POMlO 



Mean 


0.1 


0.3- 


0.1-- 


0.1- 


0.3- 


0.3d* 


Std. Err. 


0.0 


0.1 


0.0 


0.0 


0.1 


0.1 


M 


10 


8 


10 


10 


8 


9 


Ccnfcined 
Noon 


0.1 


0.1 


0.2 


0.5 


0.S 


0.3 


Std. Irr. 


0.0 


0.1 


0.0 


0.0 


0.0 


0.1 


N 


20 


18 


20 


20 


18 


19 










Most Coll 


<z> 





Mote 



Keen 


0.2 


0.0- 


0.3- 


O.lfii 


0.4-i 


Std. Irr. 


0.0 


0.0 


0.1 


0.1 


0.1 


N 


10 


10 


10 


10 


10 



Keen 0.00 0.02 0.00 0.00 0.00 0.00 | 

Std. Err. 0.00 0.02 0.00 0.00 0.00 0.00 | | 

H 10 10 10 10 10 10 | | 

i 1 



Pernio 














Moon 


0.00 


0.05 


0.00 


0.00 


0.00 


0.00 


Std. Err. 


0.00 


0.03 


0.00 


0.00 


0.00 


0.00 


«. 


10 


8 


10 


10 


8 


9 


Cootolnod 














noon 


0.00 


0.030 


o.oo-# 


0.00-f 


0.00-# 


0.00-f 


Std. Irr. 


0.00 


0.02 


0.00 


0.00 


0.00 


0.00 


N 


20 


18 


20 


20 


18 


19 



8 Indlestee Oifforonco Pro* Greap 1 : 0 ssj/kg AZT, 0.01 Procystoino 
f Indicate* oifforonco Proa Grots? 2 : 0 og/kg AZT, 1.CX Oroeystoino 
- indicate* Mot Significant OS. OIF or Coaperiton to 6r«p 1 or 2 

0 Indicates Decrees ins Da 

1 Indicates Increasing OS 

• Indicates Significant Otf at Atpfti«0.01 

for Coabincd Sexes. Hanks for OR end OIF or for Caspar 1 son to Croup 1 or 2 indicate 
Sexes Oiffsr Therefore Tests Are Performed by Sea 

For Each Sea. Blanks for Oft and OIF or for Ceeporlson to Groip 1 or 2 Indicate 
Seaes Did Sot Oiffer Therefore Teste Are Perfonaed Across Sea 
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lilting of 
Descriptions 
Ot Indicates 



Table 6: lone Nsrr«w-HisctUsnsou« C.U« X 
«nd ttenderd Errors; Coapsrlson of Means to Croup 1 2 
Cooper I sons of Dosage tesponst Effects 

> # I.e., foot of ilope; OIF indicates 0»#< 



froot Between (AMOQ) OT Ifftctf 



10 



15 



20 



25 



30 



35 



40 



45 



50 



tttlculuo Colt CM 



ACT 

procysttine 



0 oo/kfl 

O.OX 



0 ooyki 

1.0X 



SO wo/tg 
0.01 



500 eg/kg 

o.ot 



SO ag/tg 

1.0X 



I 

500 ap/kg | ACT Oi at 

1.0X 1 * rrocyst, 

| 0.0 1.0 



I 

| rrocy«t.in. M ot 
| eg/kg ACT 
DIFj 0 50 500 Off 



Ml* 








Noon 


0.1 


0.2- 


0.5- 


ltd. err. 


0.1 


0.1 


0.1 


M 


10 


10 


10 


foili 








Boon 


0.4 


0.2- 


0.5-- 


ltd. Err. 


0.2 


0.1 


0.1 


1 




8 


10 


Coobined 








Meen 


0.3 


0.2 


0.5 


ltd. Err. 


0.1 


0.1 


0.1 


■ 


70 


1ft 


20 



0.4" 
0.1 
10 



o.e* 

0.1 
10 



0.1 
10 



0.3- 
0.1 

a 



0.5- 
0.1 
10 



0.1- 
0.0 
9 



0.6 
0.1 
20 



0.4 
0.1 
18 



0.3 
0.1 
19 



I 



I 



■ Indict., .ifference Fro. Cro* 1 * 0 og/tg *2T. 0.0X 

# indict., Olfft «neo Fro. Croup 2 : 0 .P/kfl ACT. 1.« Proeyatein. 
- Indict.. Mot Significant Ot, OIF or Cotparison to Croup 1 or I 

0 indicates Decreasing OR 

1 indicates increasing OR 

• indicates Significant OIF at Alphe-0.01 . 

for Co-nned Cos, llonk. for OR and OIF or for Ceepsnson to Croup 1 or 2 Indicate 
Soses Oiffor Therefor. Testa Are Performed by , 
For Each Us. Hants for OR and OIF or for Ccop.rl.on to firoup 1 or 2 Indic.t. 
te«e> Oid Rot Differ Therefore Test. Ar. P.rfomed Across Sex 
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10 



Tabla 8e: lone Mrro«-*tsctllaneoua Calls / femir a 10**6 
listing of Aaem end Standard Errors; Comparison of Aearo to Group 1 snd 2 mors 
Description* snd Censor (sons of Oossgo lesponst Effeets 

01 Indicstss Ootsge itponss, of Slops; 01' Indlcstes Olff.ranca Rat-on CAoong) Oil Effects 













lysnnocyts (/ Fsar 


1 




1 




AIT 

Frocystelne 


0 so/kg 

0.OS 


0 ag/kg 
1.0X 


SO as/kg 
o.ox 


500 ug/lcg 
O.OX 


50 sg/kg 

1.0Z 


3W "8/ m i 

1.QX | 
1 


XZT OS at 
% Srocyat. 
0.0 1.0 


| Procyitelnt •> « 
D 1 r | 0 SO 300 OIF 


Rala 
Noon 

Std. frr. 
II 


0.100 
0.013 
10 


0.130 
0.017 
10 


0.047 
O.OU 
10 


0.022 
0.007 
10 


0.043 
0.011 
10 


0.020 | 
0.005 j 
10 | 
1 




| - - • - 

1 

1 

1 


20 


trait 
Nssn 

ttd. Err. 
H 


0.118 
0.020 
10 


0.141 
0.01S 

e 


0.046 
0.007 
10 


0.015 
0.007 
10 


0.1O7 
O.OU 
8 


0.075 ] 
0.016 | 
* I 


1 
1 


| • 1 1 • 

1 
1 


25 


Caobined 
ftean 

Std. frr. 


0.109 
0.012 
20 


0.135- 
0.011 
16 


0.0473* 

0.008 
20 


o.oioa* 

0.005 
20 


0.07?- • 
0.011 
IB 


0.0468* | 

0.010 I 

19 


| 0 0 

1 
1 


■ 

• 1 
1 
1 












nonocyte 


</ Feaur a 


10— 0> 






30 


Hale 
Keen 

Std. Err. 

M 


0.005 
0.003 
10 


0.003 
0.003 
10 


0.011 
0.004 
10 


0.008 
0.003 
10 


0.018 
0.009 
10 


0.O16 
0.005 
10 


1 
1 
1 
1 


1 

1 
1 
1 


35 


fSMtS 

Mean 

Std. £rr. 

M 


o.ooa 

0.005 
10 


0.0O6 
0.006 
6 


0.006 
0.003 
10 


0.008 
0.005 
10 


0.009 
0.004 
8 


0.006 
0.003 
9 


1 
1 
1 


1 
1 
1 


40 


Cenbinsd 
Seen 

Std. Err. 

N 


0.007 
0.003 
20 


0.004- 
0.003 
18 


0.008-* 
0.002 
20 


0.008- 
0.003 
20 


0.014- 
0.005 
18 


0.O12- 
0.003 
19 


1 • • 

1 

1 


- 1 - • - * 
1 
1 



8 Indicates Difference Frosi Group 1 : 0 tag/kg «T, Q.OX »roeysteine 
I Indicstss Difference »rea Group 2 : 0 ag/kg AH. I.OX rrocyeteine 
- indicatss »ot Significant 08. OIF or Coaparison to Croup 1 or 2 
0 Indlestss Oserssslng OR 
45 ! Indlestss Increasing 0* 

• indieatss Significant OIF St ALpha-0.01 

for Certified Saxes, Rlanke for 01 snd OIF or for Coapariion to Croup 1 or 2 Indicate 
Sexes 01 f far Therefore Teats Are Performed by Sax 

for Each Sax. Slsnks for OR snd OIF or for Coapartson to Croup 1 or 2 Indicate 
Sexes Old Sot Oiffar Therefore Teata Are Far formed Across Se* 

50 
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10 



15 



T«bl. 8.; *<*>• KirrttrRiictllnoui CU. / * 10~6 

LUting ofMmtmd St.nd.rd Error.; Ccp.ri.on of Mans to On* 1 2 Mm. 



ACT 

Procyottirw 



0 «0A9 

0.0Z 



OagAg 

1.0X 



SO ao/kg 

0.OX 



500 «9A9 

0.OX 



, c.U C/ Hour * 10 "*°> 

I I 

SO BoAfi 900 oftAE | AZT Oft at | Procyotofm W ot 

1.0X 1.« I Xftrocy*t. I «0A0A2T 

| 0.0 1.0 01*1 0 50 50Q OIF 



20 



25 



30 



35 



0.020 0.005- 0.030- 0.04S-0 0.0483ft 0.037-* | ( 

Std. frr. 0.003 0.003 0.006 0.007 0.009 0.010 

„ 10 10 10 10 10 W f j 

J^ 1 * o 007 0.032- 0.008- 0.013 ♦ 0.027- 0.029- | I 

ltd. Err. 0.003 0.012 0.004 0.004 0.009 0.0O9 | 

„ to s io io a 9 I I 

Coflbinod . i 

Mrx 0.013 0.017 0.019 0.029 0.038 0.033 | 

ltd. irr. 0.003 0.006 0.004 0.005 0.007 0.007 

„ 20 18 20 20 18 19 I 

IU.C CU (/ fT * 10***> 

M„ 0.000 0.003 0.000 0.000 0.000 o.ooo I I 

Std. Err. 0.000 0.003 O.OOO 0.000 0.000 0.000 

H 10 10 10 10 10 10 ! i 

l^' 0.000 0.006 0.000 0.000 0.000 0.000 I I 

Std. Err. 0.000 0.004 O.OOO O.OOO 0.000 0.000 

B 10 8 10 10 8 0 I 1 



40 



45 



50 



Caofeined 



Std. Err. 
ft 



0.000 
0.000 
20 



0.0045 
0.002 
18 



0.000*0 
0.000 
20 



0.009*. 
0.000 
20 



0.000-f 
0.000 
18 



0.000-0 I 
0.000 t 
19 | 



I 



8 indict.. 0«fw«e. Fro. Croup 1 : 0 ftg/kg UT, 0.0X F>rocy»t.in. 
ft Indict*. Plfforone. Froa Grot* 2 t 0 mt/kg UT, l.Ot Proey*t.in. 

• indict*. Mot Significant Oa, Dlf or Carpi ri*on to Croup 1 or 2 

0 Indicate Coercing Oft 

1 Indict*. Inerc.fno 0ft 

• irdicites Sifnlficnt OIF at Mph»«0.01 

for Co*tnod Sees. 8l.nk. for Oft OIF or fer to.pwi.on to Croup 1 or 2 Indict. 
Sec 01ff«r Tb#r.for. Toot. Ar. Forforwd by to. 

For cc So. Itwk. For Oft .nd OIF or for Co^ricn to Croup 1 or 2 Indicte 
See. Oid Mot Oiff.r Therefore Testt Are Performed Aero.. *•* 
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latot* U: Bon. H*rroy-K<lceU«n«ui C.IU / * 
listing Of M«m .nd «Und.rd Error.; Co^ri.in of to W 1 «J 2 M.ns 

O^Hption. «d of ^^^^^.^ DlMtrtnet ..t*~« (^) 0. EMtct. 
OR Indiotx Oougo itspemt, l.t., lost of llop«, Dif ino ™" 

*" fteticw'tta Coll </ ftmtr « 10«8> ^ 

" „ 0-,* »«/>, 300 .0*8 ".o/.O »*J| ««« 1^;;^" 

•rocy.^ 0.01 l.« 0.0X 0.0X 1.« I- ( * TTo J • » «P 01, 

ptH 0.012 0.021- 0.0629- 0.0*5.. 0.06881 0.053- | I 

f5 , td . Err. 0.007 0.010 0.017 O.OH 0.008 0.0 5 

„ 10 10 10 10 W 10 I j 

'Z^ 0.0* 0.017- 0.056- 0.069.. 0.022- < I , • . • 

ltd. Err. 0.018 0.009 0.015 0.012 0.011 0.005 

l 10 8 10 10 8 0| 



20 



0.028 0.01? 0.059 0.056 0.048 



0,031 | ' ' * I 



M 

25 



30 



O.BZB u.uiy w.wT ™ — - : » 

Std. Err. 0.010 0.007 0.011 0.009 0.009 0.010 

20 18 20 20 IB »■ I | 
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Tabic 9: tone lUrrovHtyeloldtErytiiroid Ratio 
listing af Hear* and Standard Errora? Coaperiaon of Maana to Croup 1 and 2 Maana 
Descriptions and Conperiaona of Oosego Response Effects 

01 Indicates Oesege Response. I. a,. Test of Hope; OIF Indicates Olffarcnce Between CAecno) OR Effects 



10 


A2T 

Procystefne 


0 e*j/kg 
O.OX 


0 exj/kg 

1.01 


* 

50 sag/kg 
O.OX 


MyeloidxErythrstd Ratio 

1 

500 e*/kg 50 so/kg 500 s*j/kg | 

O.OX 1.0X 1.0X j 

1 


A2T OR at 
X Precyat. 

0.0" 1.0 


1 

( Procysteine OR at 
| e*/kg AZT 
DIF| 0 50 500 OIF 


15 


Mala 
Mean 

Std. Irr. 
N 


1.36 
0.02 
10 


1.59- 
0.02 
10 


2.093* 
0.02 
10 


2.013* 
0.02 
10 


t.743* 

0.01 
10 


1.773* | 
0.02 j 

to 1 

1 


I 1 


• | - D 0 
1 
1 
1 


20 


Feawls 
Maan 

Std. Err. 
H 


1.38 

0.02 
10 


1.58- 
0.02 
8 


2.013d 
0.02 
10 


2.103* 

0.02 
10 


1.59- 
0.02 
6 


1.S6-- | 
0.02 | 
9 ! 


1 


• | • 0 D • 
1 
1 


25 


Cvabinad 
Maan 

Std. Err. 
N 


1.57 
0.01 
20 


1.39 
0.O1 
18 


2.03 
0.02 
20 


2.06 
0.02 
20 


1.67 
0.02 
18 


1.68 | 
0.03 | 
19 | 




1 

1 
1 



8 Indicates Olfference Froa Croup 1 J 0 og/kg AZT, 0.0* Procysteine 
* Indicates Olfference From Group 2 : ° »»/*8 1.0X Precysteine 
- Indicates lot Significant OR. OIF or Comparison to Group 1 or 2 

0 Indicates Oecreaaing OR 

1 Indicates lncreaaing OR 

30 • Jndicataa Significant OIF at Alpha«0.01 

For Coafcinad Sexes, Blanke for OR and OIF or for Coapariton to Group 1 or 2 Indicate 
Sexee Off far Therefore Tests Are Performed by St* 

For Each Sex. Slanka for OR end OIF or for Comparison to Croup 1 or 2 Indicate 
Sexea Old Mot 01 f far Therefore Tests are Perf oread Acreai Sax 
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5 . . 

Table 10: tana Marrow Call* lefore Pitting 
listing of Near* end Standard Errors; Coxperiaon of Noons to Croup 1 and 2 Moons 
Descriptions end Cceper icons of Dosage Response Effects 
' ot Indicates Dosage Response, I.e., Tost of Slope; 01 f Indicates Difference Retaeon CAaong) OR Effects 



10 










Nucleated Colls /fees* 


r « 10**6> 

i 


1 




AZT 


0 ag/kg 


0 ag/kg 


90 ag/kg 


500 ag/kg 


30 ag/kg 


500 ag/kg 


l 

1 


AZT OR ot | Procyeteine 01 ot 




Procyeteine 


o.n 


1.01 


O.OX 


O.OX 


1.« 


1.0X 


1 


% Proeyst. j ag/kg AZT 


















1 


0.0 1.0 0lf| 0 50 500 01 f 


15 


Mole 




















Neon 


11.0 


12.0 


11.7 


10.S 


12.4 


10.0 


1 


1 




ltd. Err. 


0.6 


0.4 


0.4 


0.4 


0.5 


0.4 


1 


1 




N 


10 


10 


10 


10 


10 


10 


1 
1 


1 

1 




fe«ale 


















20 


Neon 


11.4 


12.0 


9.9 


8.8 


10. 4 


9.0 


1 


1 


Std. err. 


O.S 


0.6 


O.S 


0.4 


0.6 


0.4 


1 


1 




M 


10 


9 


10 


10 


9 


10 


1 


1 




CoePined 




















Noon 


11.6 


12.4- 


10.8-* 


9.69* 


11.5- 


9.53* 


1 






ttd. Err. 


0.4 


0.3 


0.4 


0.3 


0.5 


0.3 


1 


1 


25 


M 


20 


19 


20 


20 


19 


20 


1 


1 



I Indicates Off feranc* frost Group 1 : 0 ag/kg AZT, 0.01 Procystefne 
i Indicates Difference Proa Croup 2 : 0 ag/kg AZT, 1.0X Procysteine 
• Indicates Not significant Dl, DIP or Coaporlson to Croup 1 or 2 

0 Indicates Decreasing OR 

1 Indicates Increasing OR 

30 • Indicates Significant DIP at Alpha<0.01 

For coaftlned Saxes, I lank a for DR and OIF or for Cooper ison to Group 1 or 2 Indicate 
Saxes Differ Therefore Taste Are Perforaod by Sex 

for loch Sex, Hanks for OR and DIP or for Cooper (ion to Croup 1 or 2 Indicate 
Sexes Oid Not Differ Therefore Tests Are Perforaod Across Sex 
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Table It: Colony Forcing Uniu/10**t tells Plated 
Listing of Mesne and Standard Errors; Ccaparieon af Mtara to Croup 1 and 2 hear* 
Descriptions and Cesajerisonc of Deaaee Recponee 14 facta 

Ot indicate* Dosage Response, I.e., last of Slope; OIF Indicate* Difference Between CAeong) OR £ffaeta 

Hyaloid (ao. of Colonies/10«*4 Calls Hated) 

f I 

A2T 0 ssj/kg 0 aaj/kg SO esykg 500 as/kg 50 aaj/kg 500 aaj/kg | AZT Ot at | Proeyateine M at 

Procysteine 0.01 1.03 0.0% O.OX 1.0X 1.0% | % Procyst. | esykg A2T 

| 0.0 1.0 DI'I 0 SO 500 01F 

Malm 

I I 

I I 

I I 

I I 

I I 

I I 

I I 



seen 


55.6 


53.9 


32.6 


40.7 


57.6 


42.2 


ltd. Err. 


1.8 


1.4 


2.5 


2.6 


1.7 


5.3 


a 


10 


10 


10 


10 


10 


10 


Fecale 














Mean 


54.9 


52.5 


55.5 


46.8 


51.7 


45.4 


Std. Err. 


1.0 


1.0 


1.6 


2.7 


2.3 


2.4 


a 


10 


9 


10 


10 


9 


10 



Coeeincd 

ftaan 55.2 55.1- 34.0- - 

ltd. Err. 1.5 1.0 1.5 

■ 20 19 20 



45.88f 54.8- 42.88* | I I • | 
2.0 1.5 2.0 | | 

20 19 20 | | 



Crythroid (No. of Colonies /1 0—4 Calls Pleted) 



Rale 





5.8 


3.1 


3.4 


4.1 


4.2 


4.2 


Std. Err. 


0.5 


0.3 


0.7 


0.5 


0.5 


0.7 


a 


10 


10 


10 


10 


10 


10 


Pernio 














Maan 


5.2 


3.1 


5.6 


4.1 


3.3 


5.8 


Std. Err. 


0.3 


0.4 


0.4 


0.6 


0.5 


0.4 


1 


10 


9 


10 


10 


9 


10 



J 

Coabined 



Maan 




5.5 


3.1- 


5.6- 


4.1- 


5.8- 


4.0— 


ltd. I 


Err. 


0.3 


0.2 


0.4 


0.4 


0.5 


0.4 


a 




20 


19 


20 


20 


19 


20 



8 Indicate* Dlffaranca Froa Croup 1 : 0 ag/kg AZT, O.OX Precyateine 

a Indicate* Olf ferenee Proa Croup 2 : 0 ag/kg AZT, 1.0X Precyateine 

- inJicatee Hot Significant DR. OIF or Coapariaon to Croup 1 or 2 

D Indicate* Oversaving OR 

I Indicates Increasing OR 

* Indicate* Significant OIF at Alphe«0.01 

For Combined Saxe*. Blank* for OR and OIF or for Coapariaon to Croup 1 or 2 indicate 
Sexes Differ Therefore Tests Are Perferaed by Sea 

For Each Sea. Blanks for OR and OIF or for Cessurison to Gr<x*> 1 or 2 Indicate 
Staes Old Not Differ Therefore Tests Are Per f oread Acre** Sea 
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Table 11: Colony Feraing Unlts/W*4 Cells Plated 
listing of Neons end Standard Errors; cooper 1 eon of Noons co Group 1 and 2 Means 



10 



15 





Descriptions 


and Coape 


risora of Dos 


ago 1 report* 


a Effects 






D« Indicates 


Dosaoe la 


sponao, (,o. ( 


Tost of Slope; OIF Indicates Difference Between (Aoeng) 0t ff facts 










NUed (Ho. 


of Colon! es/lD**4 Colls Plotod) 


An 


0 asjAo 


0 a*j/kg 


SO moAb 


500 eg/kg 


50 esj/kg 


I 1 
500 Mo/kg | A2T 01 at | Precysteine 08 at 


Procystslne 


o.n 


1.CB 


o.n 


O.OX 


1.0X 


1.01 | X Procyst. | aaj/kg A2T 














| 0.0 1.0 DIP| 0 50 500 OIF 


Nolo 














Moan 


0.1 


0.1 


0.0 


0.0 


0.0 


0.1 | | 


Std. Irr. 


0.1 


0.1 


0.0 


0.0 


0.0 


0.0 | | 


M 


10 


10 


10 


10 


10 


10 | | 

I I 


raati 














Moan 


0.2 


0.3 


0.2 


0.1 


0.2 


0.1 | | 


ttd. Err. 


0.2 


0.1 


0.1 


0.1 


0.1 


0.0 | | 


H 


10 


9 


10 


10 


9 


10 | | 


Combined. 














Moan 


0.2 


0.2- 


0.1-- 


0.1- 


0.1- 


0.1- , ... | ... . 


ltd. frr. 


0.1 


0.1 


0.0 


0.0 


0.1 


o.o | | 


H 


20 


19 


20 


20 


19 


20 I I 


Total (Mo. of Colonies/TO— 4 Cot la Placed) 


Mala 














Maen 


39.5 


37.1 


36.2 


U.9 


41.9 


46.5 | | 


Sto. £rr. 


I.I 


1.4 


2.3 


2.6 


1.7 


3.3 | | 


■ 


10 


10 


10 


10 


10 


10 | | 


Feeale 












1 1 


Man 


38.3 


33.7 


39.3 


50.9 


35.2 


47.3 | | 


ltd. Irr. 


1.7 


1.6 


1.8 


2.9 


2.2 


2.5 1 1 


8 


10 


9 


10 


10 


9 


10 I I 


Cossined 


38.1 


36.4- 


37.7- 


47.93f 


J8.7-. 




ttd. Err. 


1.2 


1.0 


1.5 


2.1 


1.6 


2.0 I I 


N 


20 


19 


20 


20 


1° 


20 | | 



20 



25 



30 



35 



40 

8 Indicate* Difference Frees Group 1 t 0 «g/kj A2T, O.OX Procrsteino 
« indicates Oltfference Freai Croup 2 : 0 ag/kg AZT. 1.01 Procystoine 
- Indicates Hot Significant DR. OIF or Coaparlson to Croup 1 or 2 

0 Indicates Decreasing 08 

1 Indicates Increasing 08 

45 * Indicates Significant DIF at Alphe-0.01 

For Coafaincd Soxes, Blanks for 08 and OIF or for Comparison to Group 1 or 2 Indicate 
Sexes 01 f for Therefore Tests Are Performed by Sox 

For foe* Sex, ■ tanks for 08 and OIF or for Cooper I son to Croup 1 or 2 Indicate 
Sexes Did Hot Oiffer Therefore Tests Are Perforaed across Sex 

"'50 



55 



47 



BNSDOCID <EP 0572U0A2 I > 



EP0 572110 A2 



Table 11a: Colony Foreing Units/Fcevr 
t toeing of *«*na and Standard Errors; Cooper ison of Means to Croup 1 end 2 Means 
Descriptions ond Ccepsrisons of Dosage Rcaponsa Iffocto 

Dl [ndlcotto Dosage Response, I.e., toot of Slopo; OIF Indicates Olfforonco Mtmon (Aoong) OR Effects 











Myeloid (No. of Colonles/Feswr) 


I 


AZT 

Precystslnt 


0 ag/kg 

O.OZ 


0 ng/kg 
1.01 


SO at/kg 

O.OX 


SOO s«/kg 

O.OX 


SO asvkg SOO ao/ke | 

1.01 1.0X j 


AZT OS at | Precystoint OS at 
X Procyst. j ag/kg AZT 
0.0 1.0 oir | 0 50 500 OIF 


Molt 

Moon 

Std. Err. 
■ 


42307 
3507 
10 


43463 
2652 
10 


37791 
2909 
10 


(2343 
2405 
10 


47641 41598 | 
3163 2702 | 
10 10 | 


1 
1 
1 
1 


i«M(0 

Noon 

ltd. Err. 
M 


39939 
3104 
10 


38527 
2590 
9 


35617 
3126 
10 


40695 
2271 
10 


33137 39265 | 
3373 3068 j 
9 10 j 


1 
1 
1 


Coabined 

Std. Err. 
M 


41123 
2295 
20 


41123- 
1898 
19 


36704- 
2093 
20 


41319- 
1621 
20 


40771- 40432- | 
2816 2008 | 
19 20 | 


........ 

1 
1 


Erytnrortf «o. of Coloniof/feasjr) 


Male 

Std. Irr. 

M 


4705 
746 
10 


3937 
405 
10 


4034 
792 
10 


4414 
564 
10 


5414 4253 | 
654 747 j 
10 10 | 


1 
1 
1 
1 


Foste 
Mean 

Std. Err. 
N 


3672 
369 
10 


3701 
447 
9 


3570 
385 
10 


3443 
536 
10 


3460 3490 | 
633 506 j 
9 10 j 


1 
1 
1 


Coafcined 

Std. Err. 
■ 


4189 
422 
20 


3825- 
293 
19 


3802*- 
432 
20 


3929- - 
395 
20 


4488-* 3872- - | 
500 448 j 
19 20 j 


... | ... . 

1 
1 



8 indicate* Olfforonco Fro* croup 1 : 0 ng/kg All. O.OX Procystelne 
§ Indicates Difference Froa Croup 2 : 0 ag/kg A2T. 1.01 trocysteine 
- indicates Mot Significant Dl, OIF or Cooperiscn to Group 1 or 2 

0 indicates Decreasing OR 

1 Indicates Increasing Oft 

• Indicates Significant OIF at Alphs«0.01 

For Cocb i nod Sexes, Blanks for OR and OIF or for Cooper ison to Croup 1 or 2. Indicate 
Sexes Differ Therefore) Tests Are Performed by Sex 

For Each Sex, Stents for OS and OIF or for Coaperison to Croup 1 or 2 Indicate 
Sexes Old Mot Differ Therefore Tests Art Ptrforaed Across Sox 
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10 



Table lie: Colony Forcing Unlts/Feaur 
Lifting of Pteena and Standard Error*; ConpaHaon of Hoana to Croup 1 and 2 Means 
Descriptions and Cospertsora of Ooaagt Rcsponsa Efface* 

M Indicate* Ooaagt Responss, i.t.. Test of Slope; OIF Indicate* Different* Between <Aamg) OR Effect* 



Nixed (Mo. of Coloniee/Fe 



15 



20 



25 



30 



35 



40 



45 



50 



55 



A2T 

Precyttefne 


0 ag/kg 

0.0* 


0 ag/kg 50 ag/kg 

1.0* 0.0* 


500 ag/kg SO ag/kg 
O.OX 1.0X 


500 ag/kg | 

1.0* | 
1 


A2T OR at | Procytteine OR at 
X Rrocyst. j aaj/kg AZT 
0.0 1.0 01 F | 0 SO 500 OIF 


Male 
Man 

ltd. Err. 
M 


170 
125 
10 


125 
64 
10 


0 
0 

10 


40 
40 
10 


50 
30 
10 


* 1 
« 1 
10 | 


1 

1 
1 


faaale 

Std. Err. 
M 


317 
228 
10 


317 
180 
9 


182 
83 
10 


91 
47 
10 


202 
121 
9 


1 

52 1 
3* 1 
10 I 


1 

1 
1 
1 


Coatoined 
Mean 

Std. Err. 
N 


243 
128 
20 


2le- 
92 
19 


91-- 

45 

20 


66- 

31 

20 


122- 
64 
19 


58- | 
27 | 
20 | 


- - | - - - . 
1 
1 










Total 


(Mo. of Colonies/Few) 




Halt 
Hem 

Std. Err. 
N 


47182 
3976 
10 


47525 
2770 
10 


41824 

2753 
10 


46797 
277* 
10 


S3105 
3471 
10 


459 H | 
2662 | 
10 | 


1 
1 
1 


Feaila 
Mean 

ttd. Err. 
N 


43928 
3254 
10 


42544 
2638 
9 


39369 
3298 
10 


44229 
2291 
10 


36799 
3536 
9 


1 

42607 | 
3378 | 
10 ! 


1 

1 
1 
1 


Coetjined 

ttd. Err. 
1 


45555 
2528 
20 


45166- 
1964 
19 


40396- 
2109 
20 


45313- 
1775 
20 


, 43381- 
3080 
19 


44361- | 
2123 | 
20 | 


... | ... . 

1 
1 




S Indicate* Oifferenee Fre» Croup 1 : 0 *g/kg AZT, 0.01 Proeyateine 
« Indicate* Difference Froe Croup 2 : 0 ag/kg AZT, 1.0S Frocyscetne 
- Indicate* Not Significant OR, OIF or tolperison to Croup 1 or 2 

0 Indicate* Decreasing OR 

1 Indicates Increasing OR 

• Indicate* Significant OIF at Alpha*0.01 

for Coxsjined So***, Hanks for OR end OIF or for Cooper iaon to Group 1 or 2 Indicate 
Saxes Oiff er Therefore Tests Are ReHonaad by Sea 

For Each Sex, Slanks for OR and OIF or for Caspar (son to Croup 1 or 2 Indicate 



Saxes Did Mor Oiffer There for a Teats Are Performed Across Sex 



49 



BNSDOCID: <EP„. 0572 U0A2 \> 



EP 0 572 110 A2 



lebl* 12: Gross Livtr Findings 
Lleting of Counts for AnieaLs In Clock* 2-5; Conperieon of Counts to Croup 1 and 2 Counts 
Deacriptions and Cospariaons of Oosege Itsponaa Bffecta 

„ UL,., om JT«p«.. «..-. t«. .< «*».• o.r »;;^:^n"!t^!! ".!!!!!!!.... 

Las ion Incidence ^ 

• .a.*/* „-■/« *»~«,\ «f«.. 1'™^;^" " 

«« «•« °-« , -° x i' o.oTo o.r,' .^> «o o., 



e • « » • • j ] 



Count 
■ 



bin 



0 2 0 5 , I 

8 7 8 8 7 • I 1 

< 7 . I- o~ 3- 6- I • * ' j 

U 15 16 16 15 16 I 1 

8 Indicates Olfference frxm Croup 1 : 0 m/*9 «T. 0.0X Procysteine 

# Indicetes Olfference Pro. Croup 2 : 0 cej/kg AZT. 1.0% Precyateine 

• Indicate* *ot Significant 0*. OIF or Comparison to Croup 1 or 2 

0 Indicates Decreasing 0t 

1 Indicates Increasing OH 

* indicates Significant 01* at Alpha-0.01 

for Coined Seaea. Clanks for 01 and D!» or for Coapariaon to Croup 1 or 2 Ind.cata 
Seaee 0 If for Therefore Testa are Performed by Sea 

for Each Sea. Otanka for Oft and 01* or for Coapariaon to Croup 1 or 2 Indicata 
seaea Did not Oitfer TDerefort Testa are Perf creed acroaa Sex 



Results and Analysis 

Terminal blood was evaluated for hematological effects, and bone marrow smears and aspirates were 
counted and 10* nucleated cells of the aspirate were cultured 14 days to assess hematopoietic progenitor cells. 
Anemia evidenced by significant (p<0.01) decreases in total hemoglobin concentration, hematocrit and ery- 
trtrocyte counts, and increases in mean corpuscular volume, mean corpuscular hemoglobin and the incidence 
of polychromasia. anisocytosis. macrocytes and Howell-Jolly bodies, was similarly observed across both 
sexes for AZT and AZT/Procysteine™ -treated groups. 

Bone marrow aspirates exhibited a significant reduction in nucleated cells for AZT and high-dose AZT/Pro- 
cysteine^treated groups compared to controls. No group differences were noted in burst forming umts- 
erythroid for marrow cultures, however, a significant induction was observed in total colonies and colony form- 
ing units-granulocyte/macrophage for AZT and AZT/Procysteine™ groups. 

Microscopic analysis of the bone marrow smears was conducted by evaluating 500 cells for the dif ferential 
analysis and 500 cells for the myeloid: erythroid ratio. 

Bone marrow smears of AZT-treated mice had a reduced total count of erythroid series cells due to a 
marked reduction of metarubricytes (nonproliferating) and a mild reduction of rubriblasts. AZT/Procyste.ne - 
treated mice had a signif icantiy less severe decrease in erythroid counts than did the AZT-only treated animals, 
with the rubriblast rubricyte and metarubricyte (female) counts being similar to control values. 

AZT significantly increased the proliferating compartment of the myeloid series, with a reduction in the 
nonproliferating compartment. The AZT/Procysteine™- treated mice had a less severe ^? ^ 

erating myeloid compartment compared to the AZT-only treated mice. The myeloid:erythroid ratios or Ail 
groups were significantly increased whereas those for AZT/Procysteine™ groups were atcontrol eveL 
In conclusion, these results indicate that the coadministration of Procysteine™ with AZT should reduce at 
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least some indices of AZT-induced hematotoxicity. 

It should be understood that various changes and modifications to the presently preferred embodiments 
described herein will be apparent to those skilled in the art. Such changes and modifications can be made 
without departing from the spirit and scope of the present invention and without diminishing its attendant ad- 
vantages. It is therefore intended that such changes and modifications be covered by the appended claims. 



Claims 

1. Use in the manufacture of a pharmaceutical preparation of a composition that stimulates the intracellular 
synthesis of glutathione for the purpose of reducing toxicity associated with antiretroviral therapy in a pa- 
tient receiving antiretroviral therapy. 

15 2. Use in the manufacture of a pharmaceutical preparation of a composition that stimulates the intracellular 
synthesis of glutathione, for the purpose of ameliorating the toxicity of an antiretroviral compound admin- 
istered to a patent in the treatment of AIDS. 
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3. Use according to Claim 1 or 2 in the manufacture of a parenterally administrate pharmaceutical prepa- 
ration. 



4. Use according to Claim 1 or 2 in the manufacture of an enterally administrate pharmaceutical preparation. 

5. Use according to Claim 1 . 2. 3 or 4 wherein the composition includes L-2-oxothiazolidine-4-carboxylate. 
25 6. Use according to Claim 1 , 2, 3 or 4, wherein the composition includes a glutathione ester. 

7. Use according to Claim 1 , 2. 3 or 4, wherein the composition includes a thiazolidine-4-carboxylate analog. 

8. Use according to Claim 1 , 2, 3 or 4, wherein the composition includes an ester chosen from the group 
3Q consisting of a methyl ester of glutathione; and ethyl ester of glutathione; short chain acetyl esters of glu- 
tathione; and a glutathione isopropyl ester. 

9. Use according to any preceding claim wherein the antiretroviral therapy comprises administration of AZT. 

10. Use according to anyone of Claims 1 to 8 wherein the antiretroviral therapy comprises administrating DDI. 

11. Use according to any preceding claim wherein the composition Includes proteins rich in cysteine. 



12. Use according to Claim 11 wherein the proteins rich in cysteine are chosen from the group consisting of 
whey, egg white, serum albumin, and lactalbumin. 

13. Use in the manufacture of a pharmaceutical preparation of L-2-oxothiazolidine-4-carboxylate for the pur- 
pose of reducing the toxicity of AZT in a patient receiving AZT therapy. 

14. Use in the manufacture of a pharmaceutical preparation, having at least first and second separately ad- 
45 ministrable components, of an antiretroviral compound in one component and a composition in the other 

component that stimulates in apatientthe intracellular synthesis of glutathione, for the purpose of treating 
a patient who is HIV positive. 



15. Use according to Claim 14, wherein the antiretroviral compound is AZT and the composition is L-2-oxo- 
thiazolidine-4-carboxylate. 

16. A pharmaceutical preparation having at least first and second separately administrate components, one 
including an antiretroviral compound and the other component including a composition which stimulates 
the intracellular synthesis of glutathione, when administered to a patient 

55 17. A pharmaceutical preparation according to Claim 16, wherein the composition is L-2-oxothiazolidine-4- 
carboxylate, or a thiozoiidine-4-carboxylate analog. 

18. A pharmaceutical preparation according to Claim 16, wherein the composition is a glutathione ester. 
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19. A pharmaceutical preparation according to Claim 16. 17 or 18. wherein the antiretmviral component is 
AZT. or DDI. 

5 20. A pharmaceutical preparation acco^^^ 
proteins rich in cysteine. 

21. A pharmaceutical prepara«on according to Claim 20 wherein the proteins are chosen from whey, egg 
white, serum albumin and lactalbumin. 
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® Method of reducing or | 

Intracellular gluthatfone leveL 

© The present invention provides a method far 
reducing, or preven ti n g , the toodcty a ss ocia te d 
with anbretrovW therapy. To this end. when a 
glutathione fctracetiuiar stimulator la adminis- 
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therapy, the taxfcty associated wflh such an 
agent Is reduced, in a preferred embodiment, 
the antmrcMral therapy comprises AZT and 
DDI. Preferably, the oompoeJtion for stimulating 
the intracellular glutathione levels comprises 
L2-c»othiBBrfklne*4^^ The present 

Invention also provUee a method for treating a 
patient who 4s HIV poettiva, or who hes AIDS, 
comprising the step of adrnMstartng to the 
patient an t u ilheliw to Bl therapy and administer- 
ing to the patent an tntreosttular glutathione 
level in a sufficient amount to reduce the toxici- 
ty of the i 
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